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Coeliac disease in the adult (idiopathic steatorrhoea : 
non-tropical sprue) characterized by persistent ill-health, 
diarrhoea with bulky fatty stools, loss of weight, fatigue, 
anaemia, and, on occasion, vitamin deficiencies and 
disturbances of calcium metabolism, is generally regarded 
as one of the forms of the “ malabsorption syndrome.” 
In the chronic untreated patient severe malnutrition may 
eventually result, with pronounced loss of weight up to 
30-40% of normal, inanition, low plasma proteins, and 
oedema of the legs. This picture could arise from the 
continued loss of calories from the body in the form of 
large amounts of faecal fat and nitrogen combined with 
a low dieta’ intake, but many studies indicate that in 
the majority Jf such cases the appetite of the patients 
is often excessive and that a more than adequate dietary 
intake of foodstuffs is maintained. A large amount of 
work has been done on the excretion of fat in the faeces, 
but it has only recently been appreciated that in this 
disease large faecal losses of nitrogen may accompany 
the steatorrhoea. Thaysen (1932), who was among the 
first to report detailed investigations on a series of these 
patients, although aware of the magnitude of the nutri- 
tional disturbances which sometimes occurred, neverthe- 
less thought that the faecal excretion of nitrogen was 
but seldom greater than in normal subjects. In 1944 
Bockus wrote that there was “rarely any marked 
increase in faecal nitrogen excretion since there is no 
defect in the splitting of protein.” 

Cooke et al. (1953b) and Taylor et al. (1952), on the 
other hand, investigated a large number of patients and 
found that faecal nitrogen losses were often as high as 
those encountered in patients with pancreatic steator- 
rhoea. Though it is implied by many workers that this 
increased nitrogen is derived, at least in part, from 
dietary sources through failure of intestinal absorption, 
this has never been satisfactorily demonstrated. Tests 
designed to assess intestinal absorption of amino-acids 
or protein in patients with adult coeliac disease have not 
been widely used. Anfanger and Heavenrich (1949) 
used both gelatin and glycine to investigate absorption 
in children in the coeliac disease ; Erf and Rhoads (1940) 
and Butterworth er al. (1958) used a glycine-absorption 
test in patients with sprue, while Saint and Weiden (1952) 
investigated several cases of steatorrhoea, including two 
of adult coeliac disease, by a similar technique. 


*Now at the Department of Medicine, Queen Elizabeth 
Hospital, Birmingham, 15 


The rise in concentration of amino-nitrogen or that 
of a particular amino-acid in the venous plasma after 
the ingestion of amino-acids or protein depends upon 
many factors other than absorption from the intestine 
as discussed by Fisher (1954), and in the presence of 
considerable disturbances of nitrogen balance these 
measurements may not give reliable indications of the 
rates of absorption. In the case of amino-acids, more- 
over, the quantities which need to be administered in 
order to achieve a measurable change of concentration 
in the blood are often non-physiological and may 
represent several times the amount of that amino-acid 
normally absorbed by the body over a whole day. Hence 
the way in which this large amount is dealt with by the 
body may differ greatly from normal. Other tests 
involving the use of **S-methionine and '*'I-labelled 
albumin have not been reported in investigations of this 
condition. To overcome some of these difficulties, and 
especially in view of the possible risks entailed in the 
frequent use of proteins labelled with a radioactive 
isotope, it occurred to us that '°N-labelled protein might 
be used with advantage in studying protein absorption 
from the gut. '°N-labelled amino-acids, ammonia, and 
urea have all been used in man, particularly by workers 
in the United States, but there are only a few published 
reports of the metabolism of proteins labelled with a 
stable isotope—namely, White and Parson (1950) and 
Sharp et al. (1956). 

In a previous paper (Crane and Neuberger, 1960) we 
have shown that the absorption of '°N-labelled yeast 
protein and protein hydrolysate may be studied in 
normal human subjects most conveniently by measuring 
the changes in isotope content of both ammonia and 
urea present in samples of urine passed at frequent 
intervals after ingestion, and that estimations of '°N in 
amino-nitrogen and urea obtained from samples of 
venous blood offered no great advantage in precision 
over the technically much simpler analysis of the urine. 
The time relation for both urinary ammonia *°N and 
plasma amino-acid !°N were similar although the values 
of the ammonia were higher, while the corresponding 
figures for urinary and blood urea were almost identical. 
We assume that the urinary ammonia is derived to some 
extent from all the amino-acids liberated from the 
protein whether by oxidative deamination in the kidney 
or by a preliminary transfer of the amino-nitrogen to the 
amide group of glutamine within the liver. 
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The present paper records our findings of the rates of 
absorption after feeding whole-yeast protein and hydro- 
lysate labelled with '°N to four adult patients suffering 
from coeliac disease, and we have assumed that meta- 
bolism proceeds along the same pathways and at the 
same rates as in normal subjects once the nitrogen is 
absorbed into the body. 


Clinical Histories 


Of the four patients investigated (Table I), three were 
untreated men: the fourth, a woman, was in relapse 
after a period of treatment with a gluten-free diet. Their 
ages ranged from 27 to 67 years. All gave histories of 
chronic ill-health over long periods of time, 17-36 years, 
beginning in the third or fourth decade in three 
patients, and associated with severe diarrhoea lasting 
some weeks with greasy, bulky, light-coloured stools and 
accompanied by diffuse abdominal pain or discomfort 
and marked fatigue. One patient (B.K.) dated her 
illness from early childhood, when it was diagnosed as 
tuberculous enteritis, for which she was treated in 
hospital over a greater part of her childhood. Patients 
B.W. and H.G. had been previously regarded as 
suffering from, and on several occasions treated for, 
tropical sprue, patient H.G. having been admitted to 
several military hospitals for investigation. 


Taste I.—Data Relating to Four Patients Suffering from Adult 
Coeliac Disease 


‘Patient: | B.W. G.H. | HG. | BK. 





ye ee ae a M M M F 
Age (years) os = | 67 52 27 
Duration of illness (years) we 36 | 17 j 20 25 
Weight (kg.) “ 56 | 644 | 57°5 40-4 
Av. day over 6 days: | 
Faecal fat (g.) . ss -- | 166 209 | 344 13-1 
P nitrogen (g.) 43 3-9 30 | 2:3 
Water-load: 2 Zaexcreted (4 hours) | 90 57 17 | 22 
Hb (g./100 ml.) . 11-2 10-4 89 | 11-9 
Total serum amen (g. '100 mi.) 66 48 5-1 5-6 
Serum albumin (g./100 ml.) .. | 3-6 2:3 2-6 25 
Blood urea (mg./100 ml.) a | 41 | 46 35 26 
Plasma electrolytes: 
Na-+ — ep os | 137 138 140 140 
a | 5 3-0 3-9 
cl és 97 108 110 ; 
TCO, (mMol l. ) - | 29-2 22°5 18-9 21 
Plasma calcium (mg. 100 ml. }. | 9-4 8-2 73 8-6 
phosphorus ,,_,, oe 38 | 2-6 2:1 — 
Serum cholesterol 3, 4. co | To 101 158 — 


| 


Apart from H. G., all patients enjoyed good appetites ; 
three complained of swelling of the ankles during attacks 
of diarrhoea and two of persistent nocturia. Only one 
patient (B. K.) complained of thirst, but all the patients 
were aware of sore tongues during or after the diarrhoea. 
H. G. gave a history of frequent cramps in both legs, 
while B.K. had been admitted to hospital .1 two 
previous occasions with tetany, and on the present 
admission Chvostek’s sign was positive. bB.W. was 
admitted with subacute obstruction, abdominal pain, 
distension, and constipation following severe diarrhoea. 

On examination all the patients were thin, wasted, 
with decreased body fat and cold extremities, and all 
were noticeably slow in their movements. Estimated 
loss of weight varied between 20 and 30% compared 
with average weights for age and height computed from 
standard tables (Sunderman and Boerner, 1949). All 
had “ hatchet ’-shaped faces with prominent zygomatic 
arches and red, smooth tongues. No patient showed 
obvious signs of anaemia. Meteorism was a prominent 
feature in each case, and active peristalsis was visible on 
the abdominal wall in three cases. H. G. and B. K. had 
slight oedema of the ankles, but the blood-pressure in 
each patient was within normal limits. There were no 
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neurological abnormalities apart from two _ patients 
(B. W. and G. H.) who had some loss of vibration sense 
below both knees. Two patients, however, had histories 
and physical signs of cardiovascular disease, compli- 
cating their steatorrhoea. For some 20 years G. H. had 
terminated occasional episodes of irregular tachycardia 
by lying quietly for 30 minutes, and two years before the 
present admission to hospital had undergone a left 
lumbar sympathectomy for incipient gangrene of his 
left foot, after which intermittent claudication handi- 
capped his walking after some 200 yards. No pulse 
could be detected below either knee. While in hospital 
he had two episodes of slow atrial fibrillation with 
absence of raised external jugular pressure and basal 
rales but with marked peripheral oedema. Sinus rhythm 
was restored after digitalization followed by quinidine. 

H. G. had a coronary occlusion four years previous to 
his admission, followed after convalescence by inter- 
mittent claudication in both legs on walking about 50 
yards, and this remained unaffected after bilateral 
sympathectomy two years later. He also complained of 
angina of effort. B.K. had been treated for two years 
with antituberculous drugs after a left-sided pleural 
effusion and a haemoptysis. There was some residual 
pleural thickening. 


Clinical Investigations 


All patients showed the features typical of adult 
coeliac disease on x-ray examination of the small intes- 
tine, with dilatation and loss of outline. In addition, two 
patients (B. W. and B. K.) showed the typical flocculation 
pattern when simple barium-sulphate suspensions were 
used. B.W. had multiple fluid levels and H.G. an 
extremely dilated colon. Jejunal biopsy (Dr. Margot 
Shiner) of each patient showed atrophy or clubbing of 
the mucosal villi, and results of estimations of amylase 
and trypsin carried out on the duodenal juice from 
fasting patients at the same time were in all cases within 
normal limits. Values for 24-hour excretions of faecal 
fat and nitrogen (averaged over six days while patients 
were on ward diets containing between 50 and 100 g. 
fat /day) were abnormally high and are given in Table I. 
The water-excretion test (urine collected for four hours 
after a loading of 20 ml./kg. following a 10-hour fast) 
was normal in B. W., but the remaining patients showed 
impairment of excretion. G.H. and B. W. excreted less 
than 3 and 2 g. respectively of D-xylose in urine col- 
lected for five hours after a loading dose of 25 g. (Benson 
et al., 1957), while the remaining two patients showed 
flat blood-glucose curves after administration of 50 g. 
of glucose. 

All patients were in fact anaemic, but in only one 
case (H.G.) was the anaemia macrocytic with an 
M.C.H.C. of 28%, and M.C.V. of 105 cubic microns, 
and a reticulocytosis of 7.7%. The other patients showed 
a mild iron-deficiency type of anaemia. The serum 
proteins, plasma electrolytes, urea, calcium, and phos- 
phorus were normal in B. W. In the remainder, serum 
proteins were low, with albumin values less than 3 g./ 
100 ml. Blood ureas were normal, but there was some 
slight degree of acidosis, associated in H.G. with a 
urinary ammonia output of between 40 and 80 mg./ 
hour. This patient had a slight albuminuria, and 
numerous hyaline casts were seen in the spun urinary 
deposit. Plasma calcium values were also low and 
associated with tetany in B. K., with some depression of 
the phosphate value in the other two patients. X-ray 
examination of the skeleton, however, did not reveal 
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evidence of osteomalacia in any patient. In all patients 
results of routine liver-function tests were within normal 
limits, and routine analyses of specimens of urine, apart 
from the findings in patient H. G. already discussed, were 
normal. Serum cholesterol values for three patients 
were low. 


Investigations with '’N-labelled Yeast Protein and 
'°N-labelled Yezst Protein Enzymic Hydrolysate 


These test substances were prepared from a strain of 
yeast supplied by the Distillers Company, as outlined 
by Crane and Neuberger (1960). 

Normal Controels.—A man aged 64 was given | g. of 
yeast protein (0.4 mg. '°N/kg.) in 250 ml. of water 
after a fast of 12 hours. Blood samples were taken at 
intervals up to two hours and analysed for a-amino- 
nitrogen as described previously. Faeces were collected 
for six days and analysed for total and trichloroacetic 
acid (T.C.A.) soluble nitrogen. 

Adult Coeliac Patients.—Each patient was fasted over- 
night but allowed a free diet during the experiments, 
and at 8 a.m. on the day of the test was given some 
tap-water to drink, 20 ml./kg. Two hours later the 
bladder was emptied, and either the protein or the 
hydrolysate was given in a volume of 250 ml. of water, 
in amounts equivalent to 0.4 mg. '°N/kg. body weight. 
Further quantities of 250 ml. of water were given hourly 
for two hours and specimens of urine were collected at 
30-minute intervals for the first three hours, and then 
at convenient times up to six hours. Lunch was provided 
three hours after the beginning of the experiment. Urine 
was collected up to three days and stored under toluene 
at 4° C. Faeces were collected daily for six days in 
three protein experiments, and for three days in one 
protein and three hydrolysate experiments, and 
immediately frozen. The patients were weighed daily. 
Six days were allowed between the end of a protein 
experiment and the beginning of a hydrolysate 
experiment. 

In order to assess the effect of the water-ioad in coeliac 
patients, a further experiment with yeast protein (0.4 mg. 
'"N/kg.) was carried out with patient B. W. under the 
previous conditions but without the administration of 
water before the protein ; samples of blood were with- 
drawn at suitable intervals over the first three hours of 
the experiment and were analysed for plasma amino- 
nitrogen. 

An opportunity to investigate the uptake of '*N yeast 
protein after a rapid response to a gluten-free diet was 
made with patient B.K. Within two weeks of com- 
mencing the diet the diarrhoea ceased, peripheral oedema 
disappeared, and she felt very much better. 0.4 mg. 
N/kg. body weight was given and blood samples were 
taken at suitable intervals throughout the first three 
hours of the experiment. 

Analyses of Urine, Faeces, and Plasma.—Urine 
samples were analysed for urinary urea, ammonia, and 
3-, 6-, and 24-hour aliquots for total nitrogen ; the blood 
samples for urea and plasma a-amino-nitrogen and the 
faeces for total and T.C.A. soluble nitrogen by methods 
published in a previous paper (Crane and Neuberger, 
1960). Nitrogen was assayed for '°N content in a mass 
Spectrometer by the Rittenberg hypobromite technique. 


RESULTS 


Table II shows the results ef a typical experiment after 
feeding both whole protein and protein hydrolysate. 
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TaBLeE I]1.—Amounts of '*N-labelled yeast protein and protein 
hydrolysate equivalent to 0.4 mg. °N/kg. body weight were 
given io a fasting male patient (B. W.), aged 61, with adult 
coeliac disease, 2 hours after a water-load of 20 mil./kg. 
(Experiments W, and W.) 

| 
Hydrolysate 

















Protein | 
Time Ammonia | Ammonia 
(Hour) |— memes | Urea aa “r= Urea 
| 15 | (Atoms % | 15Nj (Atoms % 
N (mg.)} (Atoms Excess) | N(mg.)} (Atoms Excess) 
| % Excess) | | % Excess) 
0-05; 86 | 0-OiI “ | 40 0-028 = 
0-5-1 6°33 0-047 0-006 5:3 0-081 0-013 
1-1-5 5-6 0-127 — 60 | O152 | — 
1°S-2 45 0-177 0-031 | 47 | 0164 | 0-049 
2-3 5:3 0-215 0-046 83 | 0-147 | 0-057 
3-3-5 6°5 0-134 | -- 6-6 0-095 | — 
4-5-5 43 0-067 0-049 48 0-055 0-055 


Rate of Absorption of '*N-labelled Yeast Protein 


‘°N Content of Urinary Ammonia 
Fig. | shows the '°N content of urinary NH, from 
two such experiments K, and W,, compared with a 
normal subject (experiment A,) who received protein 
equivalent to 0.44 mg. !°N/kg. after fasting and in whom 
20-minute collections of urine were made during the 
first hour of the experiment. 


In the normal subject the '°N content of the ammonia 
rose rapidly to a maximum and there was already an 
appreciable concentration present in the first 20-minute 
sample of urine, equivalent to 15% of the maximum 
value. The maximum concentration was reached in the 
40-60-minute interval at about 50 minutes, and values 
then declined more gradually, falling after three to three 
and a half hours to about 20% of the maximum value. 
Similar results were obtained from two further experi- 
ments with normal subjects who received protein 
equivalent to 0.9 mg. '°N/kg. body weight. In contrast, 
the rise of ammonia '°N in all the coeliac patients was 
much slower. The percentages of the maximum value 
obtained during the first 30 minutes of each experiment 
were 5, 6, 4.5, and 7.5 for experiments W,, K,, G,, and 
H, respectively, and during the next interval, 30-60 
minutes, values were raised to 20, 28, 39, and 22% only. 
Maximum values were delayed until about two hours 
in experiment K, and two and a half hours in experi- 
ments W, and H,. In a further experiment, G,, a 
plateau was obtained so that it was impossible to assign 
a time for the peak '°N concentration, but it was likely 
that a maximum value was reached later than one and a 
half hours. The fall of '°N concentration from the 
maximum values was also slower than in the normal, 
and values at five hours (two and a half to three hours 
from the peak concentration) ranged from 28 to 38% 
of the maxima reached. It appears, therefore, that in 
three patients the '"N ammonia curves are displaced by 
about 60-90 minutes ; we can assume that this condition 
imposes a time delay of this order on the absorption of 
the yeast protein from the gut. 

The shapes of the ammonia curves compared with the 
normal are thus slightly broader with rounded peaks ; 
but it is of interest to note that, in spite of the displace- 
ment in time, the maximum values of 0.195, 0.184, and 
0.215 '°N atoms % excess for three experiments H,, 
K,, and W, respectively are not greatly dissimilar from 
the value of 0.246 found for the normal. The amount . 
of '°N yeast protein administered for all subjects was 
proportional to total rather than fat-free body weight. 
Since in adult coeliac disease it is the loss of body fat 
which contributes in the main to fall in body weight, 
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normal subjects with adequate fat deposits therefore 
received a slightly higher amount of !°N than the 
patients. As the '°N administered almost certainly does 
not interact to any appreciable extent with the fat 
deposits, we should expect the labelling of the urea, 
ammonia, and amino-acids to be slightly greater in the 
normal subject ; if this factor is taken into account little 
difference probably exists between the maximum '°N 
value of the ammonia in the normal subjects and that 
of the coeliac patients. 


*N Content of Urinary Urea 

Fig. 2 shows the '*N-labelling of urinary urea in two 
experiments, G, and H,, described in the previous 
section compared with a normal experiment, C,. The 
experiment in the normal was carried out as described 
above for the urinary ammonia except that a larger 
amount of yeast protein, equivalent to 0.9 mg. !°N/kg. 
body weight, was fed. The values obtained for the !°N 
content of the urea were thus larger and have been 
adjusted to 0.4 mg. '°N/kg. body weight. In the normal 
curve, C,, a maximum value of '°N was reached at 
about 75 minutes and remained constant thereafter for 
about three to four hours, the values then falling slowly. 
Similar values have been obtained in two other experi- 
ments. In the interval, 30-60 minutes, the urea was 
labelled to the extent of 70% of the maximum figure, 
and during the interval of one and a quarter to five 
hours, over which the !°N was constant, the rate of entry 
of labelled urea to the total body urea pool was balanced 
by the excretion into the urine. Inspection of Figs. 1 
and 2 shows two further features: the ratio of '°N of 
urinary NH, to '°N urinary urea reached unity between 
three and four hours, and the maximum '°N content 
of the urea was achieved at about 20 minutes after the 
1°N) maximum of the urinary ammonia. 

The urinary urea curves, G, and H,, for two of the 
coeliac patients (Fig. 2), on the other hand, show, as for 
urinary ammonia (Fig. 1), delays in reaching maximum 
values. In all the experiments the highest labelling 
occurred in the interval of five to six hours, but differ- 


O3r 


ences from the two- to three-hour periods were slight 
and were within the experimental error of the N 
determinations. The maximum '™N values were there- 
fore probably reached during this interval—that is, 
at about two and a half hours—displacing the curves 
by about one and a half hours from the normal. 

The ?°N values during the period 30-60 minutes were 
more variable, being 13-30% of the maximum value 
reached in three experiments, W,, K,, and G,, and 50% 
in experiment H,. Apart from experiment H, all the 
curves lie close to one another, and the maximum values 
of 0.049, 0.057, and 0.053 N atoms % excess for 
experiments W,, K,, and G, respectively did not differ 
too greatly from the maximum value of 0.063% for the 
normal C,. The low isotope contents of the urea in 
experiment H, deserve a brief discussion. Shortly after 
starting the experiment, patient G. H. began a slow atrial 
fibrillation (pulse=78/min.). There was some slight 
oedema of the legs but no palpable liver, raised external 
jugular pressure, or oedema of the lungs. He put on 
about 3 Ib. (1,360 g.) in weight during the next three 
days, and 36 hours after beginning the experiment his 
blood urea was 47 mg./109 ml. It is difficult to reconcile 
these low '°N urea values with either such a small expan- 
sion of the E.C.F. or an increased urea pool, and, in 
the absence of a palpable liver, with a decreased capacity 
of the liver to make urea. We conclude that these low 
values are probably due to nitrogen retention, less being 
available for katabolic processes, of which urea forma- 
tion is one. In an experiment 12 days later with yeast 
protein hydrolysate, urea isotope values of this patient 
were still low and, as is shown below, his total !°N 
excretion in the urine was only about 50% of that 
normally obtained. 


Rate of Absorption of Yeast Pretein Hydrolysate 
©N Content of Urinary Am.nonia 
Fig. 3 shows a delay in the absorption of yeast pro- 
tein hydrolysate in two experiments, G, and H.,, similar 
but less marked than the delay observed in the protein 
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feeding '°N-labelled yeast protein to two patients with coeliac dis ease. 


Results from a similar experiment, A, (—@—), with a 


normal subject are given for comparison. Values of ‘°N content are plotted at the mid-point of the urine-collection-time —— 
and further details are given in text. Fic. 2.—Rate of change of *N of urinary urea is plotted for two experiments, G, (—-O— 
and H, (—A—) after feeding ?°N-labelled protein to two coeliac patients. The results from a normal experiment, C, > 
have been adjusted (see text) to 0.4 mg. '°N/kg. body weight for comparison. Values for '*N content are plotted as for ~~ I. 
Fic. !.—Comparison betwen the changes with time of the '*N content of urinary ammonia in an experiment Cc, (-O—) — 
giving protein hydrolysate to a normal subject, with values obtained in two similar experiments, H, (—@—) and G, (—&—), when 


the same material was fed to two patients with coeliac disease. 


Further details of the experiments are given in the text, and the 


‘SN values are plotted at the mid-points of the time intervals. 
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COELIAC 
experiments described above. The normal curve was 
obtained from an experiment, C,, in which the hydro- 
lysate equivalent to 0.83 mg. of !°N/kg. was fed, and 
the *°N values have been adjusted to 0.4 mg./kg. for 
comparison. As in the protein experiment (Fig. !), the 
ammonia '°N content rose sharply and attained a maxi- 
mum value at almost 45 minutes of 0.3 atoms % excess, 
a value some 10% higher than when the whole protein 
was fed. The '°N value decreased in a similar fashion, 
and the value in the two- to three-hour interval was 
close to that in the first 30-minute specimen. The time 
of the maximum '*N reached has been confirmed in 
a further experiment in which blood samples were 
analysed simultaneously for amino-acid '°N. 

The maximum !'°N values for the coeliac patients 
presented a more variable picture, ranging from 75 
minutes in experiments K,, and H, to 105 to 120 minutes 
in experiments G, and W,. But the shapes of the curves 
after the maximum values were reached were similar 
to those in the whole-protein experiments. The !'°N 
content was higher in the early specimens of urine com- 
pared with whole protein, and ranged from 40% of the 
maximum in experiment G, to 86% in experiment K, 
in the 30-60-minute specimens. There is therefore a 
delay in the absorption of yeast protein hydrolysate, and 
the values found exceed the normal by 30-75 minutes. 
The maximum values in three experiments were about 
25% lower than when the whole protein was fed. These 
findings are in contrast with experiments in normal 
subjects, where the maximum value was 10% higher 
after feeding the hydrolysate. 


SN Content of Urinary Urea 

Fig. 4 compares the '*N contents of the urinary 
urea of two patients with adult coeliac disease (experi- 
ments H, and K,) with the blood urea from a normal 
subject (experiment C,) after feeding the hydrolysate. 
In the normal, maximum '°N values were achieved at 
about one hour and remained constant for a further 
three and a half hours, and in the first 20 minutes the 
urea was labelled to about 50% of the maximum value, 
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the early values being higher than when whole protein 
was fed. 


In the experiments with the coeliac patients the results 
were more variable. For example, in experiment K, a 
value corresponding to 85% of the maximum was reached 
in about 45 minutes, and the maximum value itself between 
99 and 120 minutes. In the remaining three experiments 
the rise of '}°N content was slower, reaching peak values 
between two and a half and three hours, as was found 
when the whole protein was fed (Fig. 2). For experi- 
ments G, and W, the time to reach maximum values of 
1°N were in agreement with the findings for the urinary 
ammonia (Fig. 3), but in experiment H,, where the 
maximum ammonia value was reached in about 75 
minutes, the '*N urea maximum was not reached until 
two and a half to three hours. As in the protein experi- 
ment H,, the '°N content of the urea in experiment H, 
was low, and it is presumed that during this time the 
anabolism of dietary nitrogen was continuing. 


These results show, therefore, that in the coeliac 
patient there is a delay in absorption of yeast protein 
amounting to a difference from the normal of about 
90 minutes, while the corresponding difference for the 
absorption of the hydrolysate, amounting to 30 to 75 
minutes, is significantly smaller. The '*N labelling 
of the blood urea after ingestion of protein and hydro- 
lysate in two separate experiments carried out with a 
normal subject showed that the enzymic hydrolysis of 
the protein delayed its absorption by at the most 10 
minutes, and the two curves of '°N content of urinary 
ammonia (Fig. 5) after feeding with protein and hydro- 
lysate are superimposable. On the other hand, in the 
adult coeliac patients these two curves become 
dissociated (Fig. 6). 


Effect of a Water-load on the Absorption of Labelled 
Yeast Protein 

Fig. 7 shows the ?°N content of urinary ammonia 

and plasma amino-nitrogen after giving a water-load of 

500 ml. 30 minutes before whole-yeast protein to a 

normal subject, and the plasma amino-nitrogen after 
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Fic. 4.—Changes of '°N content of urinary urea with time from experiment H, (—@®—) (see Fig. 3 and text) are plotted with 
values from a similar experiment K, (—&—) obtained from another patient with coeliac disease. The isotope values are plotted 
at the mid-points of the time intervals. For comparison, the '*N content of blood urea is plotted from a control experiment 


C, (—C—) with a normal subject. 


Hydrolysate equivalent to 0.83 mg. **N/kg. body weight was given. The figures have 


therefore been adjusted to 0.4 mg. '“N/kg. body weight, and are plotted at the times of collection of the blood samples. 
Fic. 5.—Changes with time of isotope labelling of urinary ammonia are compared in two separate experiments, C, and C,, in 
which *°N-labelled yeast protein (—@®—) and hydrolysate (—Q—) were fed to a normal subject. Values are plotted as for 


Fig. 1. 


Fic. 6.—Comparison between the changes with time of '°N contents of urinary ammonia in two separate experiments, 


H, and H,, after feeding whole protein (—@®—) and protein hydrolysate (—O—) respectively to a patient with coeliac disease 
Values are plotted as for Fig. 5. 
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feeding the protein without a water-load to another 
subject. Maximum values in all three cases were 
achieved at about 40 to 45 minutes, showing that a 
water-load under the conditions of the experiment did 
not affect the rate of absorption of the protein. Fig. 8 
compares the isotope labelling of urinary ammonia with 
that of plasma amino-nitrogen in two separate experi- 
ments on a patient (B. W.) with coeliac disease, with and 
without a water-load.. The maximum concentrations 
were reached at about two and a half hours in both 
experiments. 

It is concluded that a water-load, given two hours 
before the protein, is not responsible for the delay in 
the rate of absorption of protein found in patients with 
coeliac disease. 


Rate of Absorption of '’N-labelled Protein in a Patient 
with Adult Coeliac Disease in Remission After a 
Gluten-free Diet 


After a relapse, and a return of the diarrhoea, peri- 
pheral oedema, and some loss of weight, patient B. K. 
was admitted to hospital, where she improved rapidly 
after reinstitution of a gluten-free diet. Fourteen days 
later she was given '°N yeast protein (0.4 mg./kg.) and 
samples of blood were withdrawn at suitable intervals 
up to three and a half hours and analysed for amino- 
acid nitrogen. Faeces were collected over the following 
four days. 

Fig. 9 shows a comparison between the '*N content 
of plasma amino-acids during the remission (experiment 
K,) and the '°N content of urinary ammonia during a 
relapse (experiment K,). The time at which maximum 
concentration of }°N occurred returned from two hours 
to normal at about 45 minutes, and the curve showed 
a rapid rise, a sharp peak, and fall of '°N content 
similar to the urinary ammonia curve of a normal 
subject (A, in Fig. 1). The maximum value of '°N in 
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the blood urea was achieved between 75 and 105 
minutes, compared with the previous value of about 
two and a half hours for the urinary urea. 


DISCUSSION 


Clinical Findings 

The clinical symptoms, chronicity, physical and x-ray 
signs, and chemical findings (Cooke ef al., 1953a; 
Bossak et al., 1957), together with peroral jejunal biopsy 
(Shiner and Doniach, 1959) and satisfactory response 
in three of the patients to a gluten-free diet (French 
et al., 1957 ; Schwartz et al., 1957), are compatible with 
the diagnosis of adult coeliac disease. 

The coexistence of severe cardiovascular disease, with 
low serum-cholesterol concentration in two patients 
(G.H., aged 67, and H.G., aged 52 years, with values 
of 101 and 158 mg./100 ml. respectively (Table I) at 
the time of investigation) was of some interest, since 
both had had steatorrhoea for about 20 vears. In view 
of the interest in the relationship between cardiovascular 
disease and the concentration of cholesterol in the serum, 
it would appear that chronic adult coeliac disease with 
low serum cholesterol concentrations may offer no 
protection. A further severe case of steatorrhoea, a 
presumptive adult coeliac patient aged 45 with a 16-year 
history who had a myocardial infarction nine years after 
the onset of his diarrhoea, was found at post-mortem 
examination to have severe atheroma of the coronary 
arteries and extensive atheroma elsewhere in the arterial 
vessels. 


Rate of Absorption of '°N Yeast Protein and 
Hydrolysate 


The findings from the experiments with adult cceliac 
patients indicate that, compared with normal subjects, 
there is a marked delay in the uptake of yeast protein 
from the gut of between 60 and 90 minutes and a 
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Fic. 7.—Comparison of changes of '°N content with time of urinary ammonia (—®—) and venous plasma amino-acids (—O—) 


on feeding yeast protein to a normal subject (experiment A,) after a water load. ! 
subject, the isotope content of the plasma amino-acids was measured (—/\—) but no water load was given. 


In another experiment (WK,), on a normal 
Values for the 


isotope content of the ammonia are plotted as in Fig. 1 and the values for the amino-acids are plotted at time of collection of blood. 
Fic, 8.—Comparison of changes of '°N content of urinary ammonia (experiment W,, —@—) and venous plasma amino-acids (experi- 
ment W, —O—) with time in two separate experiments after yeast protein was given to a patient with adult coeliac disease. 
A water-load was administered two hours before the protein in experiment W,, but this was omitted in experiment W.,.. Results 


are plotted as for Fig. 7 (—A— plasma a-amino-N, experiment WK,, Fig. 7). 


Fic. 9.—Changes of '°N content with time of 


urinary ammonia in an experiment K, (—@®—) after feeding whole-yeast protein to a coeliac patient are compared with isotope 
changes of plasma amino-acids (—O—) in a similar experiment (K,) with the patient in remission 14 days after recommencing a 


gluten-free diet. 


No water load was given in the second experiment and the isotope values are plotted as for Fig. 7. 
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smaller delay of between 30 and 75 minutes when the 
the hydrolysate was fed; but this was more variable 
from patient to patient. Fig. 5 shows that in a normal 
subject the labelling of urinary ammonia after feeding 
either yeast protein or hydrolysate was similar and the 
two curves are superimposable, but that in adult coeliac 
patients (Fig. 6) the rate of labelling differed widely. It 
is necessary, therefore, to examine the various factors 
which might influence the slowing down of intestinal 
absorption of yeast protein in idiopathic steatorrhoea, 
and the possible influence of excess fat and water in the 
small intestine must now be considered. 


Our patients were studied after a 12-hour fast and 
food was not given until three hours after administration 
of the protein or the hydrolysate. It is therefore very 
unlikely that there was an excess of dietary fat present 
in the small intestine during the first three hours of 
each experiment, Even if large amounts of endogenous 
fat were excreted into the intestine during this time, it 
is improbable that absorption would be influenced solely 
by mechanical interference between the enzymes present 
in the small gut and the ingested protein, since Atkinson 
et al. (1956) and Gross et al. (1950) have shown that the 
steatorrhoea arising in patients from biliary or liver 
disease is not accompanied by any disturbance in the 
excretion of faecal nitrogen. Investigations of patients 
suffering from other types of steatorrhoea will form a 
separate study, but it is of some significance that we 
have found little delay compared with normal in the 
absorption of labelled yeast protein in two other patients 
suffering from gross steatorrhoea, due to severe pan- 
creatic disease in one and subsequent to a partial 
gastrectomy in the other. However, the possibility 
cannot be overlooked that the presence of small-chain 
fatty acids, which may be produced by fermentation in 
the small gut in adult coeliac disease could lower the pH 
of the intestinal contents below the optimum for both 
trypsin and chymotrypsin, and hence cause some 
slowing of hydrolysis of the yeast protein. 


It is well known that patients with adult coeliac 
disease show impaired excretion of water, and Higgins 
et al. (1957) have compared the uptake of deuterium 
oxide from the small intestine in fasting adult coeliac 
patients with values obtained from normal controls. The 
mean times for 50% and 67% disappearance from the 
gut of the amount of isotopically labelled water given 
were about threefold above the normal, but this meant 
delays of no more than four and eight minutes respec- 
tively. Large amounts of water, if retained in the 
stomach or gut, might prolong these times, but the over- 
all effect on the labelling of both urinary ammonia and 
urea and plasma amino-acids would not be expected to 
be great. In a normal subject (Fig. 5) the administration 
of about 500 ml. of water 30 minutes before giving the 
protein did not influence absorption, while a similar 
experiment (Fig. 6) carried out on a patient with adult 
coeliac disease who had a water-load of about | litre 
two hours before the protein was given showed little 
effect on the delay of absorption, maximum values for 
plasma amino-acid !°N and urinary ammonia !°N 
respectively occurring between two and two and a half 
hours after ingestion. 

Two further mechanisms, hypomotility of the gut 
and excessive mucus production, could each contribute 
to the delay in absorption of both yeast protein and 
hydrolysate. Higgins et al. (1956) demonstrated that 
drug-induced hypomotility of the gut caused a delay of 
8 to 10 minutes in the uptake of deuterium oxide from 
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the intestine in normal subjects. Working with rats, 
Gupta et al. (1958) and Rosenthal and Nasset (1958) 
have shown that gastric emptying-time determines the 
overall absorption of test meals containing fat, carbo- 
hydrates, and protein, while May and MacCreary (1940) 
have pointed out that delayed gastric emptying and 
diminished peristalsis of the small intestine may be 
mainly responsible for the flat glucose-tolerance curves 
in children with coeliac disease. On the other hand, 
Cummins and Almy (1953), who review most of the 
literature in this field, and who examined the absorption 
of glucose and methionine from the intestine of normal 
persons and patients with sprue, concluded that hypo- 
motility of the bowel is not the primary cause of 
malabsorption. Frazer et al. (1952) also reported that 
the absorption of both glucose and urea from the small 
intestine was delayed compared with normal subjects, 
even when solutions of these substances were injected 
into the small intestine of coeliac patients by intubation. 
The possibility that hypomotility of the gut is at least 
partly responsible for the delay of absorption of protein 
and amino-acids cannot be excluded and will be tested 
later. 

Excessive production of mucus in the small intestine 
has been suggested in adult coeliac disease by Frazer 
et al. (1949), and this could interfere with the passage 
of the products of hydrolysis from the lumen of the gut 
into the intestinal mucosal cells. Heatley (1959) con- 
cluded from his in vitro studies of hog gastric mucin 
that films of this substance offered little barrier to the 
diffusion of either hydrochloric acid or pepsin, while 
Cooke et al. (1953b) have pointed out that even in the 
most severely ill patients the intestinal mucosal cells 
retain some selective ability with respect to the absorp- 
tion of fat. Thus, while some of the possible explana- 
tions discussed above require further investigations, the 
most reasonable explanation of our findings appears 
to us to be as follows. 

In a previous paper (Crane and Neuberger, 1960) we 
have considered the small difference in normal subjects 
between the rate of absorption of whole-yeast protein 
and that found with the hydrolysate. Borgstrém ef al. 
(1957) have shown that high concentrations of both 
trypsin and chymotrypsin, 300-800 xg./mil. of fluid, are 
present in the small intestine soon after a test meal is 
given. We found that when unlabelled yeast protein 
was incubated at 37° C. in a phosphate buffer at pH 
7.2 with concentrations of these enzymes equivalent in 
two experiments to 1,600 and 400 »g. of each enzyme/ 
ml., about 60% and 40% of the insoluble protein respec- 
tively were hydrolysed within 5 minutes to trichloro- 
acetic acid soluble material. : 

Newey and Smyth (1959) have shown that peptides 
are hydrolysed within mucosal cells, and it is probable 
that polypeptides are similarly degraded to amino-acids 
by peptidases which Wright ef al. (1940) conclude are 
essentially intracellular. It is thus likely, then, that the 
breakdown of proteins into peptides is a very fast 
process and that these substances, as well as free amino- 
acids, are then taken up by the mucosal cells. As the 
amount of protein fed in our experiments was small, 
it is hardly surprising that little difference was observed 
between the rate of absorption of yeast protein and that 
of hydrolysate. It is thus assumed that in a normal 
subject hydrolysis of protein to peptides begins in the 
stomach by the action of pepsin, and is continued in 
the lumen of the gut by the action of pancreatic trypsin, 
chymotrypsin, and carboxypeptidase, while further 
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degradation of the peptides to amino-acids occurs 
mainly in the mucosal cells. 


The observations of Paulley (1954) and of Shiner and 
Doniach (1959) have established that in adult coeliac 
disease the jejunal villi are either atrophied or clubbed 
and the cells of the columnar epithelium show evidence 
of disorganization. Rubin et al. (1960) made observa- 
tions on jejunal biopsy material from patients with 
coeliac disease similar to those already mentioned, but 
emphasize that the most constant histological feature 
was the reduction of epithelial cells with resulting reduc- 
tion of epithelial surface, and, in addition, there was 
disorganization of the small blood-vessels of the villi. 
Butterworth and Perez-Santiago (1958) have found 
similar changes in the small intestines of patients 
suffering from tropical sprue and have calculated that 
the absorptive surface of the jejunum in these patients 
may be reduced to one-quarter of normal. That this 
reduction cannot be the only factor in determining 
intestinal absorption follows from observations on 
patients who have undergone massive resection of the 
small intestine ; for Althausen ef al. (1949) reported the 
case of a patient who later achieved nutritional equili- 
brium after the removal of all but 10% of his small 
intestine. 


It is suggested that in adult coeliac disease, therefore, 
there is both a reduction of total absorbing surface and 
changes in the mucosal cells which reduce the amount 
of peptidases (erepsin) available. 


The reduction in total absorptive surface is sufficient 
to account for the delay, which was found to be between 
30 and 75 minutes for the absorption of protein hydro- 
lysates. It is of some interest in this connexion that 
Erf and Rhoads (1940) and Butterworth et al. (1958) 
reported delays in the absorption of glycine between 
60 and 90 minutes for patients with sprue compared with 
normals. 


There now remains to explain why the defect in 
absorption was more marked after ingestion of whole 
protein than after feeding the hydrolysate. It has already 
been pointed out that the maximum !°N labelling of the 
urinary ammonia is of the same order in both normals 
and patients after feeding the protein when account is 
taken of the higher effective ratio of '°N per body 
weight in normal subjects, and similar values apart from 
One patient were found for the urinary urea. It would 
appear, therefore, that the events subsequent to protein 
feeding are merely displaced in time from those 
occurring when the hydrolysate is fed. It is suggested 
that since normal concentrations of pancreatic enzymes 
(trypsin, chymotrypsin, and carboxypeptidase) are 
probably present in the intestine, reduction of the 
number of mucosal cells or changes in the enzymic 
composition consisting of a decrease in the amounts of 
peptidases elaborated leads to a prolongation of the 
time required for the overall hydrolysis of the protein to 
amino-acids, so increasing the delay already imposed 
by the reduced absorbing surface. In this connexion 
it is of considerable interest that Dawson and Isselbacher 
(1960) found that mucosa from the jejunum of patients 
with idiopathic steatorrhoea had a greatly diminished 
capacity to esterify labelled palmitate. 

The response to the gluten-free regime may be rapid. 
French et al. (1957) found that normal faecal excretion 
of fat was achieved in three weeks in some of 
their patients, while Schwartz et al. (1957) have reported 
an almost immediate improvement in the faecal excre- 


Ris, 


COELIAC DISEASE BRITISH 


MEDICAL JOURNAL 





tion of fat and nitrogen in one of their patients on 
introducing a gluten-free diet. The effect of treatment 
on the absorption of labelled protein will form a separate 
study, but it is of some interest that one patient, B. K.., 
was found to have a normal uptake of the protein (Fig. 
9) after only 14 days’ treatment, at the end of which time 
she had made a remarkable clinical improvement. 
Shiner and Doniach (1959) concluded that the histologi- 
cal picture of the jejunal mucosa was unchanged in a 
patient with adult coeliac disease after periods of gluten- 
free diets plus folic acid of 67 and 158 days, and it is 
possible that the benefits of a gluten-free diet on the 
absorption of protein may be caused in some way by the 
elaboration of greater concentrations of intracellular 
peptidases without necessarily being associated with 
return to normal of the histology of the tissue. 

It must be stressed that these results on protein 
absorption cannot be applied to everyday conditions of 
alimentation when larger amounts of protein, together 
with fat and carbohydrate, are ingested and when gastric 
emptying would be expected to exercise a very much 
greater influence on the rate of absorption. In one 
experiment to investigate this point we mixed labelled 
yeast protein (0.4 mg. '°N/kg.) with 90 g. of skimmed- 
milk powder equivalent to 0.4 g. of protein/kg. body 
weight and fed the mixture to a normal subject. We 
found that absorption was much delayed, amounting to 
about 90 minutes, while the peaks of '’N content 
occurred in the urinary ammonia and urea at two 
and a half and four hours respectively. Under normal 
circumstances, therefore, we may possibly find a much 
greater delay in absorption of protein in adult coeliac 
patients than has been found in the present investigation, 
and further work will be undertaken to investigate this. 


SUMMARY 


The intestinal absorption of proteins and amino-acids 
in patients with adult coeliac disease has been examined 
by administration of yeast protein and yeast protein 
hydrolysate labelled with the stable isotope '°N. Urine 
was collected at half-hourly intervals after administra- 
tion of the labelled material and the isotope content of 
the ammonia and urea in the urine, and in a few 
experiments that of the urea and amino-acids of the 
venous plasma, was measured. The appearance of the 
label in the various fractions mentioned was consider- 
ably delayed as compared with the behaviour shown by 
normal subjects. In the case of whole protein the 
maximum isotope content occurred two to two and a 
half hours after the ingestion of labelled material in con- 
trast to normal subjects, in whom the maximum was 
observed about 50 minutes after ingestion. With protein 
hydrolysate, deviations from normal behaviour were 
still found, but were more variable than in the case of 
whole protein and on the whole less marked. 

The various factors responsible for this delay in 
absorption are considered and the possibility that hypo- 
motility of the small intestine may be partly responsible 
for the slower absorption has not been excluded. How- 
ever, in view of the cytological changes observed by 
other workers, it is assumed that the rate of absorption 
of peptides and amino-acids is reduced in adult coeliac 
disease by a reduction in effective absorptive surfaces. 
In addition, the view is put forward that in the normal 
subject hydrolysis of proteins to products which are 
mainly peptides occurs in the first place in the lumen of 
the gut by the action of pancreatic enzymes such as 
trypsin and chymotrypsin. These primary products are 
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then further degraded to amino-acids by peptidases 
present in the cells of the mucosa. 


In adult coeliac disease it is suggested that the activity 
of these cellular enzymes is reduced, and this, in addition 
to a reduction in absorptive area, produces a slowing down 
in the later stages of proteolysis. The possibility that 
the changes of absorption observed in the hydrolysis are 
associated with the rate of absorption of water has been 
excluded by appropriate control experiments. It was of 
interest that treatment for several weeks with a gluten- 
free diet in one of our cases produced a normal type 
of absorption, as shown by the results of isotope 
experiments. 
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The inaugural meeting of the International Society of 
Tropical Dermatology was held earlier this year at the 
Rockefeller Institute in New York. An international con- 
gress was suggested for 1962 or 1963. 
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MIGRAINE AS A DEADLY DISEASE 
BY 


ERIK ASK-UPMARK, M.D. 


From the Department of Medicine, Royal University of 
Uppsala, Sweden 


The vast majority of patients in need of medical atten- 
tion because of headaches are sufferers from migraine. 
The occurrence of migraine in the population has been 
estimated as from 3 to 30%. If only females are con- 
sidered, and if temporary periods of migraine, say, 
for one or a few years, are included, 30% is hardly 
an overstatement, high as it may seem (Ask-Upmark, 
1953). If both sexes are considered, and only severe 
cases embittering life for a number of years are 
included, 3% may be a more likely approximation 
(Essen—MOller, 1956). 


Possible Causes of Death from Migraine 


Although migraine more often than not reduces or 
abolishes the working capacity of the patient, it is not 
usually regarded as a fatal disease. Increasing evidence, 
however, suggests that it is a real danger to life, not 
least by means of iatrogenic activities. As a matter of 
fact, death may ensue from migraine under the follow- 
ing conditions. 


1. Ophthalmoplegic migraine is more often than not due 
to an aneurysm of an artery belonging to the circle of Willis. 
The topography of this aneurysm may involve the oculo- 
motor nerve, so that a distension of the aneurysm will not 
only produce pain but also an oculomotecr palsy with ptosis, 
etc. The rupture of such an aneurysm may be fatal. 

2. Paroxysmal tachycardia of auricular origin is to be 
looked upon as an equivalent to migraine. Not only is it 
apt to occur in families with migraine, but there is also the 
possibility that in one and the same individual some attacks 
are typical migraine, whereas others are paroxysmal tachy- 
cardia. The peculiar phenomenon of urina spastica is 
characteristic for both types of attacks. It is well known 
that most attacks of paroxysmal tachycardia are innocent 
enough, at least if handled properly. There is always, how- 
over, the possibility that the heart rate attained may be so 
rapid as to prevent the auricular contraction from ejecting 
the blood into the ventricles because of the almost simul- 
taneous contraction of the ventricles. This so-called critical 
level of the heart rate is about 180. If no adequate assistance 
is given in such a case the circulation may be blocked just as 
efficiently as, for instance, by a prolonged Stokes-Adams 
attack by a solid pulmonary embolism, or by the obstruction 
of the mitral passage by a pendulating auricular myxoma. 

3. There are (rare) instances of migraine which are con- 
nected with an outstanding bradycardia during the attacks, 
say, a heart rate of 20-40. If in such a case ergotamine 
tartrate is injected intravenously a cardiac standstill may 
easily be induced. This happened to me once, although by 
good luck and adrenaline I managed to get the heart going 
again. As a means of stopping an attack of migraine 
ergotamine tartrate has decided merits, and it is most effi- 
cient if given intravenously. However, if bradycardia is 
present a word of warning must be issued, at least so far as 
intravenous administration is concerned. That such an 
injection in susceptible persons may bring about an attack 
of status asthmaticus with all its implications is another 
feature to be remembered. 

4. Whereas the fatalities mentioned are rare, there is 
another complication which, for unknown reasons, has 
become increasingly common and which obviously is a very 
real danger. This complication is renal; its anatomical 
character is interstitial nephritis, and it is by no means 
uncommon as a cause of death from uraemia. It is apt to 
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be encountered in patients with migraine who have taken 
a large amount of phenacetin or similar compounds over a 
number of years. These cases are by no means unusual. 
In our clinic we have had, during the past eight months, at 
least eight such patients, one of whom died from uraemia, 
and all the remaining seven (one man and six women) are 
in a more or less advanced stage of uraemia. The fatal case 
was that of a male physician, aged 56, who, because of 
migraine since childhood, had been taking remedies contain- 
ing mainly phenacetin, so that during the previous 10 years 
his consumption of this drug could have amounted to 5.4 kg. 
Among the seven who have so far survived, the common 
denominator in respect of remedies was phenacetin in all 
cases ; it was also injections of ergotamine tartrate in one 
woman who had unwisely been taught by some optimistic 
physician to make these injections herself. 

Recent literature has paid considerable attention to 
the occurrence and pathogenesis of this type of kidney 
disease (Spiihler and Zollinger, 1953 ; Dahmen, 1958 : 
Jasinski and Wuhrmann, 1958; Sarre et al., 1958; Studer 
et al. (1958) ; Lindeneg et al., 1959 ; Moolten and Smith, 
1960). It is rather peculiar that the condition has been 
known to occur only in the 1950s, the first communica- 
tion on the subject apparently being that of Spiihler and 
Zollinger (1953). On the one hand, it has been main- 
tained that phenacetin is the culprit, that the occurrence 
of the kidney lesion is closely correlated to the con- 
sumption of phenacetin, and that a possible explanation 
might be the influence of phenacetin on the blood, the 
kidney lesion presumably being secondary. 


On the other hand, it has reasonably been objected that 
animal experiments have failed to substantiate the claim 
that the renal lesions are due to phenacetin, that the 
consumption of phenacetin may be considerable without 
any impairment of the kidneys, and that lesions of the 
kidney histologically identical with those presumed to 
be caused by phenacetin have been encountered in cases 
where phenacetin has not been taken. The evidence 
available is therefore conflicting. One is inclined to 
agree with Heilmeyer, as quoted by Dahmen (1958), that 
small doses of phenacetin used only occasionally seem 
to be fairly safe, whereas large doses taken over a 
number of years may induce a chemical interstitial 
nephritis, provided that other factors are present. Little 
is known about these factors, but it is obvious that 
infections, particularly of the urinary tract, are of 
importance. This is proved morphologically, since it 
may be difficult to distinguish between a chronic 
interstitial nephritis and a chronic pyelonephritis, and 
there are reasons to believe in a common denominator. 


“ Phenacetin Kidneys ” 


Whereas abuse of phenacetin and infections of the 
urinary tract are exogenous factors, the question may 
well be asked whether an endogenous disposition might 
be of importance. Such a constitutional factor may be 
demonstrated in two ways. On the one hand, since the 
observations made by Runeberg early in this century, 
it is well known that malformations of the kidneys 
conduce to infections, particularly pyelonephritis. A 
characteristic malformation of the kidneys, described 
in 1929 (Ask-Upmark, 1929), is closely connected with 
arterial hypertension, and pyelonephritis may or may 
not be a responsible link in the sequence of events 
concerned. In this connexion one may recall certain 
other malformations and their complication with 
secondary diseases—for example, bicuspid aortic valves 
and endocarditis lenta, malformations in the right side 
of the heart and the cardiac complications of 


carcinoidosis, abnormal origin of the great arteries from 
the aortic arch and the arteritis resulting in “ pulseless 
disease,” and cryptorchism and tumours of the retained 
testis. As regards the “ phenacetin kidneys,” to the best 
of my knowledge no evidence to this effect has so 
far been presented. On the other hand, a familiar 
occurrence that is at least suggestive of a constitutional 
factor may be mentioned. 

A family under observation in our clinic during recent 
years is reproduced in the following pedigree, in which 
heavy contours mark the presence of migraine and 
striated symbols the presence of renal insufficiency. It 
will be seen that no fewer than four of the female 
members either have died from uraemia (two cases) or 








The propositus of this study was FI 2. Both of her parents died 
from cancer, and her mother had had severe migraine for many 
years. Migraine was also recorded in three of her sisters: FI 1, 
FI5, and FI6. The last-mentioned died from pulmonary 
embolism after delivery when aged 21, whereas the other sisters 
died from uraemia in our clinic (FI5 in 1953, FI1 in 1956). 
In both these cases the uraemia was caused by a lesion of the 
kidney in connexion with overuse of phenacetin for several years. 
FI 2 and her daughter (FII 4) are alive but in a state of chronic 
uraemia. FIII 4 has repeatedly had severe headache. FII 1 has 
had a rather severe migraine, which eventually improved. Being 
aware of the fate of his mother, he has been anxious to avoid 
phenacetin. His daughter (FIII 1) has been under observation in 
the department of paediatrics because of an infection of the 
urinary tract 


are still alive though in a rather advanced stage of 
uraemia (two cases). In all four instances a heavy 
consumption of phenacetin was a common denominator. 
It is at ‘least tempting to assume a constitutional 
inferiority of the kidneys in such a family, and it seems 
reasonable to advise members of this family to avoid 
remedies containing phenacetin except for occasional 
use. In the future it would be well to remember 
the possibility of a family factor, whether presented by 
a more susceptible haemoglobin or by a more susceptible 
kidney tissue. As to the necrosis of the renal papillae in 
this connexion, described, for instance, by Lindeneg 
et al. (1959) and also observed by us, one may well 
remember the peculiar vasomotor behaviour in migraine. 
The hands and the feet are often cold, and the question 
may well be asked whether the circulatory conditions of 
the kidney may present peculiarities to be elicited, for 
instance, by investigation of the renal blood flow. 


Summary 

The possible causes of death from migraine are 
surveyed. If the intracranial aneurysms frequently 
responsible for symptomatic migraine and occasional 
cases of paroxysmal tachycardia are excepted, the 
danger is obviously mainly iatrogenic and lies in the use 
of ergotamine tartrate, and particularly of phenacetin 
preparations. 

The conflicting evidence about the “phenacetin 
kidneys ” is summarized and attention is called to the 
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possibility of constitutional factors, as illustrated by a 
family tree which shows that four members of a family 
received fatal damage to their kidneys in connexion with 
medication against migraine. 
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Senior Tutor and Senior Registrar, Department of 
Therapeutics and Pharmacology, Queen’s University of 
Belfast 


The parents of children suffering from infantile eczema 
are naturally anxious to know the long-term prospects for 
the child’s health. At present there is no definite answer 
to this question. Numerous investigators have examined 
various aspects of the prognosis of infantile eczema. Most 
of these have dealt with groups of children who were 
referred to hospital. For example, Vowles et al. (1955) 
showed that 55% of such children will still have eczema 
at the age of 13 years and 50% will have asthma. Purdy 
(1953) states that a similar percentage will still be 
affected at the age of 20. Meenan’s (1959) investiga- 
tions of older subjects showed that about 30% of the 
skin lesions never clear up 

We have had an opportunity of assessing a group of 
children who were admitted some years ago to the skin 
department of the Belfast City Hospital suffering from 
infantile eczema. We were interested in the outlook 
for these children, through the years, from both the skin 
and the respiratory viewpoint. 


Methods 


The records of the skin department for the years 
1947-50 were searched, and 43 cases of infantile eczema 
were found. Similar criteria to those of Purdy (1953) 
were used in the selection of cases: (1) the diagnosis 
must have been either infantile eczema or dermatitis 
(note; during the period the term seborrhoeic was not 
used in this unit for any child) ; (2) the face must have 
been clearly involved ; (3) the patient must have been 
24 months old or younger when first seen with the 
disease ; (4) the patient must have been 12 months old 
or younger at the onset of the disease; and (5) there 
must have been no obvious acquired predisposing factor 
such as scabies, pediculosis, or antecedent napkin 
erythema. 


Letters were sent to the parents requesting the atten- 
dance of these children for interview. If they did not 
attend and lived within 30 miles (48 km.) of Belfast, 
they were visited in their homes by one of us. If they 
lived at a greater distance the parents were provided 
with a form on which they could indicate the child’s 
present state of health. This was necessary in only two 
of the 43 cases. 

An independent observer who did not know the 
present state of the children reviewed the case-histories 
and separated the cases which he considered to indicate 
a diagnosis of seborrhoeic eczema from those in which 
a contact factor probably played a part. 

Of the 43 cases of infantile eczema, three could not 
be traced by any means at our disposal, including visits 
to the last known address, contact with their family 
doctors, and, finally, the help of the General Health 
Services Board. Of the remaining 40 patients, one had 
died of leukaemia and one had emigrated. The cases 
were further subdivided as in Table I. 











TABLE I 
= | 
Boys Girls | Skin Clear in 1959 
No. of cases of eczema | 43 | 27 | 16 | 
. traced . 38° | \13 
Seborrhoeic eczema 6 | 3 3 | 5 
Contact dermatitis .. | a. 2 1 3 
Infantileeczema ..| 29 | 19 10 | 5(2ofthese had asthma) 


* Two by letter only, not seen. 





In attempting to assess the respiratory complications, 
23 children were selected from the above group of 29 
with true infantile eczema, and solely on the basis of 
their living within half an hour’s journey of the clinic. 
These children were requested to attend the clinic with 
a parent at a time suitable to them. Three refused 
to come, and therefore 20 were investigated in the 
following manner. 

The parents and children were questioned about the 
progress of the skin and chest conditions, family history, 
and other relevant points as set out in the results. 

In assessing the respiratory history a four-point 
system was adopted to indicate the severity of the past 
symptomatology. Those with no such history were 
classed as group 0. Mild respiratory symptoms con- 
sisting of occasional wheeze or coughs which required 
treatment as “ bronchitis” or asthma less than twice a 
year on average were group +. More severe symptoms 
requiring more frequent attention from the family 
doctor but having no intervening disability for periods 
of several weeks were group ++. The severely 
affected individuals with persistent symptoms of wheez- 
ing were graded group +++. At the examination 
of the child special attention was paid to the skin 
and respiratory systems. The presence and absence of 
an audible wheeze was noted. All relevant physical 
characteristics such as standing height and weight were 
measured. 

A Gaensler spirometer with a one-second time-switch 
was used for the measurement of the ventilatory 
capacity. Each child was instructed in the technique of 
performing the test, being seated upright. Five readings 
were taken of the forced expiratory volume (1 second) 
and of the forced vital capacity, before and after the use 
of a spray containing adrenaline and atropine compound 
B.P.C. from a Wright inhaler for one minute. This was 
followed by a two-minute interval before repeating the 
tests. The mean of the last three readings was taken in 
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each group of tests, and this figure was corrected to 
B.T.P.S. The percentage ratio F.E.V.,/F.V.C. of the 
means was calculated. 

Results 


Table I shows the sex ratio of the original 43 cases of 
infantile eczema to be 27:16 in favour of boys. Of the 
group of 29 cases of true infantile eczema, only 5 (17%) 
showed no skin lesion in 1959—that is, 8 to 11 years 
later—and two of these had asthma. 


Of the group of 20 children who were investigated 
further, 13 were males and seven females, giving an 
almost identical sex ratio. 


This small group of subjects showed no significant 
difference between the sexes in the severity of skin or 
chest manifestations of the syndrome. 


The mean F.E.V.,/F.V.C. for females with respiratory 
symptoms (5 subjects) was 75% and for affected males 
(11 subjects) it was 72°. 

The age range of the children studied varied from 9 
to 16 years (mean age, 11 years). The other physical 
characteristics—that is, standing height and weight— 
conformed closely, relative to age, to those of the 
normal children studied by Kennedy et al. (1957). 


Although it is not strictly accurate to compare a 
forced vital capacity measurement with a normal slow 
vital capacity, the figures for F.V.C. before spraying 
agree well with those predicted from Kennedy’s formula 
V.C.=115.93 x height in inches — 4,348 ml. (S.D. + 
290 ml.)—as can be seen in Table II. 


TABLE II.—F.E.V., Second and F.V.C. Before and After Spray 











(Litres) 
Case |__ __ Before Spray Baas: aos After Spray - Predicted 
No. | F.E.V.,| F.V.C. | Ratio%| F.E.V., | F.V.C. | Ratio % | V.C. 
1] 13 | 20 | 65 | 17 | 23 74 | #18 
2 | 21 2:5 84 2-2 2:5 88 2:5 
3 1-6 1:8 89 1-7 1-9 89 1°6 
4 1-2 2-0 60 1-3 21 | - 62 2-1 
S|. 26 | 35 | gs 2-6 3-2 81 2-9 
6}; 20 | 35 | 5 2-4 3-6 67 31 
7 1:7 | 22 77 1-7 2-2 77 2-0 
8 1-9 21 | 91 1-9 24 96] «22 
9 29 | 3-4 85 28 33 | 85 | 27 
10 30 | 40 75 3-2 40 | 80 | 32 
i | 23 3-3 70 | 26 3-5 74 2-9 
mo) ie |. 89 82 1-5 1-9 79 2-2 
3 | 21 | 34 68 2-2 31 m | 22 
14 | 20 | 22 91 2:2 2:3 9% | 23 
is | 16 | 20 80 1-6 1-8 | 89 2-1 
16 | 18 | 20 | 90 1:8 2-0 90 | 1-4 
17 | 19 | 26 | 73 2-7 30 | 90 2-2 
18 2:6 28 | 93 2-7 2-9 93 2:2 
9 | 13 | 47 | 7 1-6 21 | 76 | 1-9 
20} O08 | 23 | 35 08 2-4 33 | 2:3 





The mean observed F.V.C. in this series was 2.5 1. 
(S.D. + 0.66 1.), while the mean predicted V.C. was 2.3 1. 
(S.D. + 0.461). 

For comparison, it was decided to use the range of 
F.E.V.,/F.V.C. for normal children found by Engstrém 
et al. (1959)—that is, mean ratio 86.9% (S.E. + 7.3%). 
This range gave a lower 95% confidence limit of 70.3%. 

Six children (30%) in this investigation had a ratio 
below this limit before spraying (Table II). 

In Table III are grouped the results of the assessment 
of severity of the respiratory symptoms, the presence or 
absence of an audible wheeze at the time of examination, 
the relevant family history, and any history of other 
diseases. Ten subjects (50%) gave a moderate (+ +) or 
severe (+++) history of respiratory symptoms, six 
(30%) had mild symptoms (+) only, and four (20%) 
were asymptomatic. 

Fig. 1 shows the increasing number of children 
affected by respiratory symptoms with age. Below the 
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TABLE III 
Case Severity | Wheeze | Family History History 
No. | ofChest | at | of Eczema of Other 
4 Symptoms Examination | or Asthma Diseases 
| 
1 fe pick | No 1) ' Coeliac disease 
oo. et. 2 ae te 
+ + | 0 
4 | +++ | Asthma: pat. 0 
| grandfather 
5 0 Asthma: pat. | Hay-fever 
grandmother 
6 +++ ' ee zema and 0 
asthma: 
father 
7 - Eczema: 0 
| brother 
0 | oe Asthma: pat. | Hay-fever 
| grandfather 
9 ++ Yes { 0 0 
10 - = 0 0 
11 | ++ | No Asthma: mat. 0 
| uncle. 
| | Eczema: 
mat. grand- 
| mother 
12 | + és Asthma: 0 
| brother 
13 ~ is 0 Alopecia areata 
14 | 0 | e Eczema: pat. | Hay-fever 
| grandfather 
15 | ++ Yes | Eczema: 0 
| | brother | 
16 0 No | Asthma: pat. | 0 
| uncle | 
17 - Yes | 0 i 0 
18 + No | 9 | 0 
19 | of Yes | 0 | 0 
20 | +++ pie | Asthma: mat.| 0 
grandfather | 





age of | year only six children (30%) had respiratory 
symptoms. There is an increase during the second year 
of life to 10 children so affected (50%), and further small 
increases during the fourth, fifth, and seventh years, to 
a total of 16 children (80%). 

This increase in the percentage of children affected by 
respiratory symptoms with age is accompanied by a 
trend, seen in Fig. 1, for the most severe symptoms to 
begin at a later age. 


Fig. 2 shows the comparison between the four groups 
of increasing severity of symptoms and the F.E.V..,/ 
F.V.C. ratios obtained before spraying. The mean ratio 
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Fic. 1.—Percentage of children with respiratory symptoms and 
severity of these by age. 
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for each group is indicated as a percentage and the 
spread of the individual figures within the groups is 
represented by vertical lines about the mean. The 
asymptomatic group (0) has a mean ratio of 89% 
(normal, 86.9%; Engstrém et al., 1959). The six 
children with mild symptoms (+) gave a mean ratio 
100 of 80%. The chil- 
dren with moderate 
o0 (++) and severe 
i (+++) symptoms 
had mean ratios of 
79% and 54% re- 
spectively. 
70 In order to test 
r the significance of 
0 these figures an 
analysis of variance 
50 was carried out on 
these group results. 
The figures for 
F.E.V., showed no 
significant difference 
between the means 
of the four groups, 
but the mean of the 
F.E.V., figures for 
group +++ is much lower than for the other three 
less severe groups—that is, 1.3 1. (group + ++), 2.1 1. 
(group 0), 2.2 1. (group +), and 1.9 1. (group + +). 
The four groups showed no significant difference 
between the mean heights and mean F.V.C. 
figures. 


% 


F.YV.C. 
j 





F.E.V. 1:0 


40] 











0 + ++ +++ 
GROUPS 
Fic, 2.—F.E.V.,/F.V.C. ratios of 
groups by severity of symptoms. 


Discussion 

The occurrence of seborrhoeic eczema in children has 
been disputed on the grounds that seborrhoeic conditions 
cannot arise until the sebaceous glands become active at 
puberty (Ingram, 1955). Purdy (1953) regarded it as a 
negligible group and did not separate it from his series 
of infantile eczema, but in the present study 6 (15.8%) 
of the patients were thought to have had seborrhoeic 
eczema. Removal of this group had a marked worsening 
effect on the prognosis of true infantile eczema. In the 
group as a whole, 25 children (65.5%) still had eczema 
8 to 11 years after the onset of the skin lesion, but on 
removal of the cases with seborrhoeic and contact factors 
the percentage still affected rose to 82.8%. Of the five 
cases who were clear of skin lesions, two had asthma, 
so that only 10.2% of these children could be said to 
enjoy normal health. 


This group of children, however, is selected in that 
it consists of cases of infantile eczema which were 
admitted to hospital for one reason or another. Brereton 
et al. (1959) showed in a very large group of unselected 
children that only 57% of cases of infantile eczema 
actually reach the clinics and suggested that these are the 
more seriously affected children. They found 45% of 
children who had suffered from eczema (all types) before 
the age of 5 to be still affected during the school years. 
This is much lower than our figure of 65.5% for a similar 
age-group, and would suggest that initial severity of the 
skin lesion is directly related to the persistence in later 
years. 

There was a high follow-up rate in this study (88%), 
so that a true picture of the outlook for this type of 
child is probably presented. 

A tendency for infantile eczema to be more common 
in boys has been previously noted (Purdy, 1953). In the 





present study there was no evidence of the prognosis 
being different with regard to sex for either the skin or 
the respiratory condition. 

In conjunction with the poor outlook for the progress 
of the skin lesions as noted above, 16 out of the 20 
children submitted to tests of ventilatory function gave 
a history of respiratory symptoms of varying severity. 
Again, it should be noted that these were all children 
with a diagnosis which appears to have been true 
infantile eczema. 


Six of the 16 affected children had only mild 
symptoms, and if one excludes these because of the 
difficulty of assessing the prevalence of such mild 
respiratory symptoms in the population as a whole, one 
is still left with an incidence of 50% for severe respira- 
tory symptoms in later years. 


The age at onset appears to be widely spread. Only 
6 of the 20 children had developed respiratory symptoms 
in the first year of life, and the remaining 10 sympto- 
matic children became affected at various ages up to 
7 years (Fig. 1). There is also a trend for the more 
severely affected children to develop their symptoms at 
a later age. It is obviously necessary, therefore, in 
assessing the incidence of respiratory complications in 
such a group, to follow up these children for many years. 
Measurement of vital capacity appears to be of little 
help in assessment of the disability in these children, as 
it is seldom decreased below the predicted value. The 
F.E.V.,/F.V.C. ratio does, however, have some relevance 
to this assessment. 


Gaensler (1950) showed that patients with clinical 
evidence of airway obstruction had consistently reduced 
ratios of F.E.V.,/F.V.C. In this present study a wide 
range of normal values was adopted (Engstrém ef al. 
(1959) and there was less agreement between severe 
symptomatology and reduced ratios than Gaensler 
suggests. This is seen particularly in the fact that only 
one of the six children with an audible wheeze at 
examination had a lowered ratio (Tables II and IID). Five 
children who had no audible wheeze at examination, on 
the other hand, had reduced ratios. This agrees with 
the findings of Bates (1952) and of Engstrém eft al. (1959) 
that asymptomatic asthmatic children often have reduced 
F.E.V./F.V.C. ratios. 


The family history in any given case appears to be 
of little value in prognosis, apart from the observation 
that there were 11 subjects (55%) in this investigation 
with a positive family history of asthma and/or eczema, 
these included three out of four severely affected 
individuals from the respiratory viewpoint. However, 
all four of the subjects who had no respiratory symptoms 
were also included in the group with a positive family 
history. Three of these were the only subjects to give 
a history of hay-fever. These observations differ from 
the views of Schnyder and Klunker (1959), who sug- 
gested a tendency for the type of manifestation of the 
atopic constitution to run “true to type” within a 
family. 

Summary 


The results of a review, 9 to 12 years later, of 43 
children who were originally admitted to a skin unit with 
eczema are reported. Of these, 38 were traced and 
investigated. Of the 29 cases of true infantile eczema, 24 
(82.8%) still had eczema. Of 20 children investigated from 
the respiratory viewpoint, 16 (80%) had chest symptoms. 
Only 10% of the 38 children were free of both skin and 
chest complaints. 
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Some aspects of the prognosis of the eczema-asthma 
syndrome are discussed, with some observations on the 
use of tests of ventilatory function in the assessment of 
these children. 


We thank Dr. R. Hall, who suggested this review, for his 
interest, Professor O. L. Wade for advice, and Dr. J. Jeffer- 
son for selecting the seborrhoeic and contact dermatitis 
cases. Dr. W. McDaniel reviewed this group of children in 
1951, and his careful notes made our task much easier. 
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LONG-TERM USE OF 
PHENYLBUTAZONE IN RHEUMATOID 
ARTHRITIS* 


BY 
R. M. MASON, M.A., D.M., M.R.C.P. 


Physician 
AND 
Vv. L. STEINBERG, M.B., M.R.C.P.Ed., D.Phys.Med. 


Senior Registrar 


Department of Physical Medicine and Regional Rheumatism 
Centre, The London Hospital 


It is now eight years since the first report on the clinical 
use of phenylbutazone (“butazolidin”) appeared 
(Currie, 1951). Since then many papers have been 
published confirming its therapeutic effects, but the 
reported incidence of toxicity has varied widely. A 
survey of the American and British literature gives an 
overall incidence of toxic reactions of 30% (Mauer, 
1955). Kuzell et al. (1953) give a figure of 15.1% of 
patients having to interrupt phenylbutazone therapy 
because of toxicity, while in a more recent series 
(Sperling, 1959) this was as low as 5.1%. Mason and 
Hayter (1958) found an overall toxicity rate of 34% in 
a series of 225 rheumatoid arthritic patients. 

During this time very few long-term studies have been 
published. Gillhespy (1956) found the drug to be well 
tolerated over “ prolonged periods” in the treatment of 
rheumatoid arthritis. Smyth and Clark (1957) followed 
up 49 patients on phenylbutazone for periods of between 
two and five years and found that in 39% it was a satis- 
factory long-term therapeutic agent. Sperling (1959), 
who treated a large series of various rheumatic disorders 
for periods up to three years, concluded that long-term 
therapy was effective and relatively safe. 

The present study consists of an analysis of all 
the patients with rheumatoid arthritis who attended the 
Department of Physical Medicine and Regional 
Rheumatism Centre of the London Hospital between 
August, 1952, and December, 1954, for whom phenyl- 





*Based on a paper read at the 4th European Rheumatological 
Congress in Istanbul in September, 1959. 


butazone was prescribed. These have been followed up 
in order to obtain information about the number of 
patients for whom the drug provided satisfactory 
symptomatic control, and who were able to tolerate the 
drug when given for months or years. Patients with 
rheumatoid arthritis were selected, since this is the only 
chronic disease for which long-term administration is 
likely to be useful and which is seen in sufficient numbers 
to provide adequate de.a. Except for some of the early 
cases in the series, the daily dose of phenylbutazone did 
not exceed 400 mg. A few cases were maintained on 
doses as low as 100 mg. daily, and 12 received short 
courses of 800—1,200 mg. a day ; two of these developed 
intolerance (nausea, oedema). The frequency and time 
of development of various manifestations of intolerance 
have been recorded and are analysed. A total of 315 
patients were available for study with a minimum of 
four years’ possible continuous administration. 


Overall Results 


Table I shows the number of patients continuing to 
take the drug at the end of three months, six months, one 
year, two years, three years, and four years. Intolerance 
is, of course, only one of the reasons for stopping the 
drug, and the causes of withdrawal are analysed below. 
In 37.1% the drug was discontinued within three months, 
in 53.6% within six months, and in 67.6% in the first 
year. At two years 80% had stopped the drug, and 
by the end of four years only 12.1% of the original 
patients were still taking phenylbutazone. The per- 
centage of the original patients being withdrawn fell 
off fairly rapidly with increasing time: 37.1% were with- 
drawn in the first three months, 16.5% in the second 
three months, and 14% between six months and one 
year, while only 2.2% were withdrawn in the fourth 
year. Of those entering each period, 27%—40% were 
withdrawn during this time up to the fourth year, when 
only 15.5% of those still continuing on the drug were 
withdrawn. 


TaBLeE I.—Number of the Original 315 Patients Who Continued 
to Take Phenylbutazone After Increasing Intervals of Time 











Period No. of Patients Stillon | % of Original Number 
Drug at End of Period Remaining on Drug 
~3 months * ay 198 62:9 
— « a a 146 46-4 
-lyear .. Si eal 102 | 32-4 
—2 years .. ae “+ | 62 19-7 
ee re 2 45 14-3 
ee # ap 38 | 12-1 





Reasons for Discontinuing Administration During 
Specified Periods 


The reasons for withdrawal of the drug were classified 
as follows: (1) intolerance ; (2) remission of disease so 
that continued administration was no longer necessary ; 
(3) drug considered ineffective or inadequate; and 
(4) miscellaneous causes—for example, intercurrent 
illness, symptoms of very doubtful drug toxicity, patient 
defaulted, or transferred elsewhere owing to change of 
domicile, etc. 

In 50 of the 117 patients who were withdrawn at three 
months the cause of withdrawal was intolerance (Fig. 1). 
In 40 the drug was considered ineffective. Seven patients 
went into remission. Of the 198 who continued to take 
the drug after three months, 52 had withdrawn by six 
months, 21 of these owing to intolerance. In 10 the 
drug was ineffective and five patients remitted. During 
the next six months withdrawals amounted to 44, of 
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Fic. 1.—Reasons for withdrawal of phenylbutazone. 
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which only 9 (20%) were due to intolerance. During 
the second year of the 102 patients entering this period 
still taking phenylbutazone, a further 40 were with- 
drawn, intolerance accounting for 5 (13%), remission 
for 8 (20%), and ineffectiveness for 17 (42%). In the 
third year there were 62 patients available, of whom 17 
were withdrawn, intolerance accounting for 2 (12%), 
remission for 2 (12%), and ineffectiveness for 4 (24%). 
In the fourth year 45 patients entered the period ; 7 were 
withdrawn, none due to intolerance or remission, but 
3 due to ineffectiveness of the drug. The part played by 
intolerance in each specified period is illustrated in 
Tables IT and III. 


TaBLe II,—Incidence of Intolerance 








| | Total % 
F | oer % of Bas 
Period | No. | Original | Available Rann 
-3 months | 50 | 15-9 iso] «15-9 
Sasa | 21 67 10-6 22-6 
-lyear.. | 9 2-9 6-2 | 25°5 
-2 years .. hs | 5 1-6 49 | 27-1 
eee 2 0-6 3200 | 277 
ese ee | 0 | 0 0 0 








TasLe III.—Part Played by Various Factors in Causing With- 
drawal of Phenylbutazone in 315 Patients at Increasing 
Periods of Time 


















































| 
No. Remission | Intolerance | Ineffective |Miscellaneous 
Period | With-| - - 
drawn} No. | % | No. | % No. | % | No. | , 4 
-3 months | 117 71 «6 50 | 42 40 34] 21 | 18 
BD. xs 52 5 | 10 21 | 40 10 18} 17 | 32 
-I year 44 9 20 9 20 19 43 8 | 18 
-2 years 40 8 20 | 5 | 13 17 42} 10 | 25 
-— ws 17 2 mi | 12 4 24 9 | 53 
4 ,, 7 0 oj}; 0 eT 3 | 43| 4 | 57 
Total | 277 | 31 | | 87 | | 93 | | 69 | 


N.B.—Where more than one cause operated—for example, intolerance 
and ineffective—these have been included under both headings (three cases). 


It can be seen, therefore, that with increasing duration 
of administration intolerance plays a progressively 
decreasing part in causing withdrawal of phenylbutazone 
—a striking and important contrast to steroid therapy, 
which results in a constantly mounting incidence of side- 
effects. This confirms our view that the longer a patient 
continues on the drug the less likely is intolerance to 
develop in that patient. The fact that the drug has to 
be given for a long period is, other things being equal, 
therefore an indication for continuing with it rather 
than the reverse. These figures also confirm our view 


that the intermittent administration of phenylbutazone 
for short periods in a chronic disease such as rheumatoid 
arthritis in an attempt to prevent intolerance serves no 
useful purpose. Remissions are most common between 
six months and two years after beginning its administra- 
tion, but some remissions were observed up to three 
years: Although the incidence is small, nevertheless no 
fewer than 31 patients in this series remitted, so that it 
is clearly worth pursuing treatment for a considerable 
period in the hope of avoiding steroid therapy. Intoler- 
ace was not observed after three years, but the number 
of patients continuing on the drug after this period is 
small, and it seems that at this interval of time, in the 
large majority, either remission will have taken place or 
the decision will have been made to try other treatment. 


Types of Intolerance Observed 


Intolerance was categorized as follows: (1) gastro- 
intestinal ; (2) rash; (3) buccal ulcers, stomatitis, sore 
throat ; (4) oedema ; (5) headache or vertigo ; (6) blood 
dyscrasias ; and (7) miscellaneous. 


The frequency and time of development of these 
symptoms are shown in Fig. 2. In some patients more 
than one intolerance developed at the same time, in 
which case both are recorded if severe enough to warrant 
discontinuation of the drug had it occurred in isolation 
(this happened in three cases). We have already pointed 
out that, of the 277 patients withdrawn in the four years, 
intolerance accounted for only 87 (31.4%). With the 
exception of blood dyscrasias, which did not occur 
throughout the whole period of study, all categories of 
intolerance were observed during the first three months. 
Gastro-intestinal intolerance was the most common, 
accounting for one-third, but rash (20%), oedema, and 
headache and vertigo were all relatively frequent. One 
patient died from a generalized hypersensitivity reaction 
and has been recorded elsewhere (O’Brien and Storey, 
1954). Many of the miscellaneous side-effects were 
probably of doubtful significance, and it has already 
been shown that over 20% of patients on a placebo will 
have “ toxic ” effects (Kerr and Davidson, 1958). Buccal 
ulceration played only a small part in causing with- 
drawal, thus confirming the view of Sperling (1959) that 
this is not a significant symptom. 

During the second three months of administration 
gastro-intestinal side-effects formed an_ increasing 


SO 
D7 Gastro-intestinal 
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Fic. 2.—Manifestations of intolerance of phenylbutazone during 
specified periods in 87 patients. 








830 Sepr. 17, 1960 


RHEUMATOID ARTHRITIS 





BRITISH 
MEDICAL JOURNAL 





proportion (60%), although the total numbers were 
diminishing. It was during this period that the one 
haematemesis occurred in a patient whose barium-meal 


examination revealed nothing abnormal. After one year 


the only toxic effects observed were gastro-intestinal 
although no proved peptic ulcers occurred. However, 
after the third year no further intolerance developed, 
although it must be remembered that only 38 of the 
original 315 patients were continuing to take the drug, 
and these must therefore represent a residue of highly 
tolerant patients. Rash, when it occurred, usually did 
so in the first three months of administration. None 
were seen after six months. Oedema, however, occurred 
at any time during the first year. 


Summary 


315 patients with rheumatoid arthritis treated with 
phenylbutazone in an average dose of 300 mg. a day 
have been studied over a period of at least four years ; 
the reasons for withdrawal of the drug are analysed. 


The overall intolerance rate was 27.7%, but this 
accounted for less than one-third (31.4%) of the cases 
in which the drug was withdrawn, the other important 
causes being inadequate relief (33.6%) and remission 
(11.2%). 


Gastro-intestinal intolerance was the most frequently 
observed symptom of intolerance, and after more than 
one year of continuous administration it was the only 
form of intolerance seen. 


38 patients (12.1%) continued to take phenylbutazone 
for over four years with satisfactory control of symptoms 
and without intolerance. 


We are grateful to Dr. W. S. Tegner for allowing us to 
make use of the patients under his care. 
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* Diagnosis in indigenous medical systems is aimed 
basically at discovering the occult agency responsible and 
seldom involves careful physical examination or history- 
taking as in scientific practice, but, particularly in Africa, 
is often based on divination by throwing cowrie shells, 
seeds, or bones, which may be carved out of wood or be 
genuine, as, for example, the talus bones of the lion and 
koodoo which are highly prized in parts of Rhodesia, or 
by using different forms of trance, crystal gazing, dream 
interpretation, or possession. Thus among the Fore people 
in the hinterland of New Guinea Gajdusek and Zigas record 
that divination to diagnose the sorcerer thought to be 
responsible for a case of kuru is based on the examination 
of end results of rats that have been roasted in bamboo 
cylinders.” (D. B. Jelliffe and F. J. Bennett, “ Indigenous 
Medical Systems and Child Health,” J. trop. Pediat., August, 
1960.) 


HYPERURICAEMIA DUE TO 
PYRAZINAMIDE 


BY 


J. SCHNEEWEISS, M.B., B.S. 
Medical Registrar 


AND. 


G. W. POOLE, M.B., M.R.C.P. 
Assistant Chest Physician 


From the Hammersmith Chest Clinic and the Postgraduate 
Medical School, Hammersmith Hospital, London 


Streptomycin, isoniazid, and sodium P.A.S. are the 
three drugs most commonly employed in the treatment 
of tuberculosis, and their value and efficacy is well 
known. A number of second-line drugs are also avail- 
able ; their use is reserved for those situations where, 
for one reason or another, resistance has developed to 
two or all three of the above drugs, and for those cases 
where the development of toxic side-effects or the 
patient’s refusal to continue taking one or more of 
these drugs makes their suspension necessary. 

The additional drugs include viomycin, cycloserine, 
pyrazinamide, and 1314 TH (alpha-ethyl-thioisonico- 
tinamide). Unfortunately, several of these have their 
usefulness limited by undesirable side-effects, and in 
some there is only a small margin, often difficult to 
calculate, between the therapeutic and a toxic dose. 

Our attention was focused upon one aspect of 
pyrazinamide treatment when a man aged 55 under 
our care, who because of multiple resistances had been 
treated with a combination of pyrazinamide and 
1314 TH for five months, developed pains in his feet 
and a small tophus-like lesion in the left ear in August, 
1959. Investigations revealed an elevated serum uric 
acid. It was subsequently shown that his symptoms 
and signs were in fact unrelated to this hyperuricaemia, 
and the earlier suspicion of a gouty diathesis was not 
confirmed. After the discovery of hyperuricaemia in 
this patient, a number of other patients, also under treat- 
ment with pyrazinamide, were investigated from this 
aspect. 


Chemistry and History of Pyrazinamide 


In 1945 nicotinamide was found to have tuberculo- 
static activity in guinea-pigs and mice, and in 1947 there 
followed the investigation of many allied drugs. In 
1952 an analogue of nicotinamide—pyrazinamide—was 
found to be more active in mice, and the first clinical 
trial of it was reported (Yeager et al., 1952). 

Pyrazinamide (pyrazinoic acid amide) is a diazine 
carboxamide chemically related to nicotinic acid and 
has the following structural formula: 

N Oo 
, a 
HC C—C—NH, 


! | 
HC CH 


\4 
N 


It is an odourless, white crystalline powder stable 
indefinitely at ordinary temperatures. It is soluble in 
water (15 mg./ml. at 25° C.) to form a neutral colourless 
solution stable at room temperature. 

Pyrazinamide is hydrolysed in the body, the primary 
product being pyrazinoic acid, which reacts with ferrous 





—_— 2 << - oO 





“ate 


the 
lent 
vell 
ail- 
ere, 
| to 
ASeS 
the 

of 


ine, 
ico- 
heir 
| in 


of 
\der 
een 
and 
feet 
ust, 
uric 
ms 
nia, 
not 
1 in 
eat- 
this 


ulo- 
1ere 

In 
was 
ical 


zine 
and 


ible 
> in 
less 


ary 
‘ous 





Sept. 17, 1960 


HYPERURICAEMIA DUE TO PYRAZINAMIDE BRITISH 831 


MEDICAL JOURNAL 





ammonium sulphate, producing an orange-red complex 
that absorbs light, in accordance with Beer’s law, at a 
wavelength of 460 mu. Determination of the blood 
and urine levels is based on this reaction (Allen et al., 
1953). 

The in vitro activity of pyrazinamide is not high, and 
resistance to H 37 Rv develops rapidly (Solotorovsky 
et al., 1952). 


Clinical Use of Pyrazinamide 


Many reports of the clinical use of pyrazinamide 
have appeared, from which the following conclusions 
may be drawn. 

When administered alone there is a moderate anti- 
tuberculous effect, probably lying between that of P.A.S. 
and streptomycin, but this is short-lived owing to the 
rapid development of resistance in a large proportion 
of cases (Potter and Chang, 1955). Schwartz and Moyer 
(1954) considered that the combination of pyrazinamide 
and isoniazid was equal to any other antituberculous 
drug regime, but that neither P.A.S. nor streptomycin 
enhanced the effec- 
tiveness of pyrazina- 
mide ; nor did pyra- 
zinamide delay the 
emergence of P.A:S. 
or streptomycin-re- 
sistant strains. 

In a report of the 
College 
of Physicians (1957) 
the recommended 
dosage of pyrazina- 
mide is 30-40 mg./ 
kg. of body weight, 
the total daily dos- 
age not exceeding 
3 g. 


"> 
10-4 
94 
8-4 






R.J., AET. 19 







(MG.100 ML. 





SERUM URIC ACID 


PROBENECID : 
I American 


9007 PYRAZINAMIDE 


24 HOUR URINE OUTPUT 
OF URIC ACID (MG.) 











DAYS 1234 °12345 123456 12 The most serious 
Fic. 1,—This and_ the following 


toxic effect of pyra- 
zinamide is upon 
the liver. The U.S. 
Public Health Ser- 


Graphs show the effect of parazin- 
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vice Tuberculosis Therapy Trial (1959), in a series of 
780 patients, reported an incidence of hepatic toxicity 
in 2-6%, depending upon the dosage employed. 

In a report by the Committee on Therapy of the 
American Trudeau Society (Amberson ef al., 1957) a 
chart summarizing toxicity in 13 published clinic reports 
on 1,070 patients shows 33 (3.1%) instances of jaundice, 
22 (2%) of joint pain, 8 (0.7%) of haemoptysis, and 43 
(4%) of increased bromsulphthalein excretion without 
clinical jaundice. 

Transaminase estimations carried out at weekly 
intervals provide a most sensitive indicator of early 
damage and should be used routinely in every case 
(Wingo et al., 1957). 

Joint pains have been recorded in other published 
series. In one group of 43 patients 10 (23%) complained 
of joint pains, usually in the shoulders, elbows, and 
knees ; in three cases they were severe enough to require 
the drug to be discontinued. These symptoms slowly 
disappeared in all patients after termination of treatment 
(Yeager et al., 1952). 

Another report on the combined use of pyrazinamide 
and isoniazid recorded joint pains in 10 (48%) of a 

series of 21 patients 


3 (Campagna ef al., 
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history of gout. 
Cullen et al. were 
the first to show 
that the administra- 
tion of pyrazinamide 
leads to hyperuric- 
aemia, and elevated 
levels of serum uric 
acid were recorded 
in 26 out of the 27 
patients. They also 
suggested that the 
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number of patients not receiving pyrazinamide were 
estimated, using a modified carbonate-phosphotungstate 
method (Henry et al., 1957). In this laboratory 6.5 
mg./100 ml. is regarded as the upper limit of normal 
for men. The uric acid content of a 24-hour specimen 
of urine was also measured by the same method, 400- 
700 mg. being regarded as the normal range of 24-hour 
excretion. 


None of the patients in the untreated or pyrazinamide- 
treated group gave a previous history or family history 
of gout, and renal function was normal in each case. 


Six patients on pyrazinamide in combination with one 
other drug were studied. In these cases this therapeutic 
regime had been started because of multiple resistance 
to the more commonly used drugs. In addition, two 
patients receiving a combination of streptomycin, P.A.S., 
and isoniazid were given pyrazinamide in place of P.A.S. 
and of isoniazid respectively for a brief period. 

Pyrazinamide was administered in standard dosage of 
2.5 g. a day. After a period of daily estimations of 
blood and urinary uric acid, in order to establish the 
degree of hyperuricaemia and associated diminished 
uric acid output in the urine probenecid in a dosage of 
1.5 g. a day was added. In each case this led to a 
reduction in serum uric acid and an increase in urinary 
excretion of uric acid, although the values did not return 
to the normal range previously determined. The pro- 
benecid was not administered for long enough to confirm 
the suggestion (Kanner and Jacobs, 1957) that there is an 
“escape ” from the effects of probenecid. In his cases, 
after a period of a few weeks on probenecid and 
pyrazinamide, the blood levels of uric acid returned to 
the range produced by pyrazinamide alone. 

The accompanying Graphs of four patients are 
illustrative of the results obtained in all cases (Figs. 1-4). 

A number of other patients on a regime including 
pyrazinamide were not studied in detail, but random 
serum uric acid levels revealed an elevation to an 
average of 9.2 mg./100 ml., with a concurrent reduc- 
tion in urinary uric acid to an average of 195 mg. in 
24 hours. 


Conclusions 


Pyrazinamide causes, within about 48 hours, a rise 
in serum uric acid and a reduction in urinary excretion 
of uric acid. Within a similar period of the suspension 
of this drug these figures revert to the normal range. 

This effect was reduced by the concurrent administra- 
tion of probenecid in standard dosage. In this series 
neither P.A.S. nor isoniazid was found to have any 
effect on the level of uric acid in the serum. 

Pyrazinamide appears to act by interfering with the 
kidneys’ ability to concentrate and excrete uric acid in 
the normal manner, presumably by increasing the 
tubular reabsorption of uric acid. It has been suggested 
that after prolonged pyrazinamide administration 
decreased uraie excretion persists, this apparently also 
involving decreased production (Gleason ef al., 1956). 
This could be a physiological response to elevated serum 
uric acid levels, but may represent a more fundamental 
disturbance in urate metabolism. 

It has been shown that the administration of pyra- 
zinamide does not significantly alter the serum phosphorus 
level or the tubular reabsorption of phosphorus (Eisen- 
berg and Mandel, 1958). The action of pyrazinamide 
on the renal tubular reabsorption mechanism may there- 
fore be limited in its effect upon the uric acid. Pyrazin- 


amide may thus be of use in the further study of the 
metabolism of uric acid and of gout. 


Special care should be exercised in the use of pyra- 
zinamide in patients with a past or family history of 
gout, as the development of hyperuricaemia may lead 
to the precipitation of clinical attacks of gout. 


We are grateful to Miss Beryl Schumer, B.Sc., for 
carrying out the arduous biochemical investigations. 
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This paper surveys the serum urate levels and their 
relationship to drug treatment in 157 patients attending 
the hypertension clinic at Hammersmith Hospital. We 
were prompted to study hyperuricaemia in patients with 
hypertension for two reasons. Firstly, there is a known 
association between hypertension and gout, and, 
secondly, it has been demonstrated (Duncan and Dixon, 
1960) that primary familial hyperuricaemia without gout 
may be associated with renal disease and hypertension. 


Patients and Methods 


All patients attending the hypertension clinic during a 
six-months period were admitted to this survey. These 
patients were suffering from essential or renal hyper- 
tension in either the benign or the imalignant phase. 
Five patients who had attacks of gout were excluded. 
A total of 157 patients (86 women and 71 men) were 


*Present address: Mayo Clinic, Rochester, Minnesota. 
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studied, of whom 103 were receiving some form of drug 
treatment. The age range was from 21 to 85 years. 
The age and sex distribution in the treated and untreated 
groups was similar but the severity of the hypertension 
was not. 22 patients in the treated group (22%) had 
papilloedema (malignant hypertension) while only 6 
(12%) in the untreated group had this severe form of 
the disease. These six patients were the cases of 
malignant hypertension diagnosed during the period of 
the study. 

Simultaneous serum uric acid and serum urea 
estimations were made on each patient. Serum uric 
acid was estimated by a uricase method as modified by 
King and Wootton (1956). The accepted upper limit of 
normal with this method is 6 mg./100 ml. in males and 
5 mg./100 ml. in females. Serum urea was estimated 
by the arsenic-diacetyl method (Rosenthal, 1955) and the 
normal upper and lower 10% limits are 35-16 mg. 
100 ml. 

The drugs and doses in use in this clinic at the time 
of the survey were: pempidine, 5-100 mg. daily; 
mecamylamine, 5-80 mg. daily ; pentolinium (oral) 200-— 
800 mg. daily ; reserpine, 0.3 mg. daily ; chlorothiazide, 
250-2,000 mg. daily. 45% of the treated patients were 
receiving a small dose of reserpine in addition to one 
of the ganglion-blocking drugs. Chlorothiazide was 
given alone in 10 patients and with ganglion-blocking 
drugs in 12. 

Pempidine, mecamylamine, and chlorothiazide did 
not interfere with the estimation of either blood urea 
or serum uric acid. 

Results 

A large number of the treated patients had serum uric 
acid concentrations above the upper limit of normal. 
These data are summarized in Table I. Fig. 1 shows 
the distribution of serum uric acid levels in the 103 treated 
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Fic. 1.—Distribution of serum uric acid values in 103 patients 
being treated for hypertension and 54 untreated hypertensive 
patients. 





and 54 untreated patients. There is a skew of the 
distribution towards a higher proportion of raised values 
in the treated group ; 32 patients (30%) in the treated 
group end 2 (4%) in the untreated group had a serum 
uric acid concentration above 7 mg./100 ml. Serum 
urea values were distributed similarly between the two 
groups (Fig. 2). The distribution of the serum uric acid 
levels with relation to the specific therapy is shown in 
Fig. 3. The 13 patients not included in this analysis 
were receiving multiple drug combinations. 


TABLE | 
Males with S.U.A. 
over 6 mg./100 ml. 


Females with S.U.A. 














; rer 5 meg 
Patients ites dase ree. = aeepinnentii 
No. % | No | % 
Untreated F 5 18-5 2 73 
Treated . ‘ 35 59 22 50 


In 16 patients the serum uric acid was measured with 
and without the pressure-lowering drug. It was not 
justifiable to stop the drug treatment for this purpose, 
but where intercurrent illness or intolerance necessitated 
withdrawal, measurements were made. Results were 
also available in 10 patients starting treatment. In 14 
of the 16 patients there was either an increase in the 
serum uric acid concentration when the drug was given 
or a fall on withdrawal (Table II). The increases 
observed with chlorothiazide were greater than with 
pempidine or mecamylamine. 

Discussion 

The number of patients with hyperuricaemia was 
much higher in the treated group than in the untreated 
group, though the values of blood urea were essentially 
similar. In both groups there was a higher proportion 
of elevated serum uric acid values among the patients 
with a high serum urea, but the association was not 
close. 
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Fic. 2.—Distribution of serum urea values in the treated and 
untreated patients. 
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It seems that the antihypertensive drugs were 
responsible for the difference between the two groups. 
This interpretation was strengthened by the results in 
16 patients studied during a change of treatment. 14 
of them had a higher serum uric acid concentration 
when on the antihypertensive drug. The largest increases 
were observed in the patients having chlorothiazide and 
smaller increases with pempidine and mecamylamine. 
The highest proportion of elevated serum uric acid 
concentrations was found in the group having both 
chlorothiazide and pempidine or mecamylamine ; 10 out 
of 12 patients had a serum uric acid above 6 mg./ 
100 ml. 

The high incidence of hyperuricaemia related to 
treatment makes it impossible to derive any figure for 
the prevalence of primary hyperuricaemia among this 
group of hypertensive patients. 64 patients had a serum 
uric acid concentration above the upper limit of normal, 
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areas). 
TABLE II 
Drug Patient Serum Uric Serum Uric 
Acid On Drug Acid Off Drug 
r 1 8-1 +1 
| 2 8-8 49 
3 7-5 5:8 
Chlorothiazide < 4 8-0 5-6 
5 6-4 5-0 
| 6 5-0 5-2 
L 7 5-7 4:5 
f 8 6-0 3-4 
y 68 5-0 
| | 10 9-9 6-2 
Pempidine < . +4 + 
13 3-9 3-4 
} 14 79 5-9 
t 15 7-4 5-0 
Mecamylamine 16 5-6 48 


| 
| 
| 








and it is possible that some of them had primary 
hyperuricaemia with resulting renal hypertension. 
Further study of untreated patients will be necessary to 
determine the incidence of this condition. 

Hyperuricaemia caused by drugs has been described 
after treatment with pyrazinamide (Gleason et al., 1956 ; 
Cullen et al., 1957) and chlorothiazide (Laragh, 1958 ; 
Dinon et al., 1958). It has not previously been recog- 
nized with blood-pressure-lowering drugs such as 
pempidine and mecamylamine. In our patients hyper- 
uricaemia did not always occur and there was no clear 
correlation with drug dosage or level of blood-pressure. 
A reduction of the glomerular filtration rate, such as may 
occur when the blood-pressure is lowered, causes an 
increase in the concentration of serum uric acid, but 
the relationship between the serum uric acid and serum 
urea is complex. The serum uric acid rose steeply with 
only slight elevation of serum urea in patients having 
chlorothiazide. It is probable that much of the increase 
in serum uric acid observed with pempidine and meca- 
mylamine was related to reduced renal blood flow which 
followed a fall in blood-pressure. A reduction in renal 
blood flow may not be the whole explanation, because 
the serum uric acid rose in some patients having 
pempidine without significant alteration in the serum 
urea. 

It is important to recognize the possibility of a drug- 
induced hyperuricaemia for various reasons. _ Firstly, 
the correct diagnosis of an acute non-gouty arthritis may 
be confused if a high concentration of serum uric acid 
is found. Secondly, prolonged drug-induced hyper- 
uricaemia may itself lead to clinical gout. We have 
observed the development of acute gouty arthritis in two 
patients who were having drug treatment for severe hyper- 
tension. One of these patients was having oral pentolinium 
and the other pempidine and chlorothiazide. Neither 
patient had any personal or family history of gout, and 
no measurements of serum uric acid were available prior 
to treatment. The attacks may have been coincidental 
or precipitated by the drugs without alteration in the 
serum uric acid. At the time of the attack the patient 
on pempidine and chlorothiazide had a serum uric acid 
of 16 mg./100 ml. with a normal blood urea. 

It is possible that the prolonged hyperuricaemia 
which we have observed in our patients may cause or 
aggravate existing renal damage in the same way that 
patients with gout and primary hyperuricaemia may 
suffer progressive renal failure. Hypertensive patients 
who have drug treatment for years probably run a 
greater risk of developing gout from their hyperuri- 
caemia than do patients who have induced hyper- 
uricaemia for shorter periods of time, as may occur in 
patients with oedema who are given chlorothiazide. 
This danger can be assessed only by a long period of 
observation of serum uric acid concentrations and renal 
function. 

Summary 


Investigation of 54 untreated hypertensive patients 
showed that 18.5% of the females had a serum uric acid 
higher than 5 mg./100 ml. and 7.3% of the males had a 
serum uric acid concentration over 6 mg./100 ml. 
Among 103 hypertensive patients being treated with 
pempidine, mecamylamine, or chlorothiazide, 59% of the 
females had a serum uric acid over 5 mg./100 ml. and 
50% of the males had a serum uric acid over 6 mg./ 
100 ml. Fourteen patients out of 16 studied showed 
an elevation of the serum uric acid when they began 
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treatment with these drugs. The drugs themselves 
appear to be responsible for the elevation of the uric 
acid in the treated hypertensive patients. 


We thank Dr. A. St. J. Dixon and Professor J. McMichael, 
F.R.S., for their interest and encouragement. 
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The long-acting coronary arterial vasodilator drugs in 
use at present are disappointing, and the frequent appear- 
ance of new drugs testifies to the ineffectiveness of most 
of them. Search continues for an efficient drug of low 
toxicity that will give symptomatic relief in angina of 
effort. 


Recently a new preparation, 2,6-bis-(diethanolamine)- 
4,8-dipiperidine-pyrimido-(5, 4-d) pyrimidine (“ persan- 
tin”), has been shown to increase the coronary arterial 
blood-flow in dogs to a greater extent (Kadatz, 1959) and 
to have a more prolonged action (Bretschneider ef ai., 
1959) than either papaverine or theophylline after intra- 
venous injections. Encouraging clinical reports on a 
small number of patients with coronary arterial disease 
and anginal pain have been made (Pabst, 1959; Jiine- 
mann, 1959; Hamm eft al., 1959) but no controlled trial 
has been carried out. 


We report here the results of a controlled ‘“ double- 
blind” trial of persantin in 30 patients with angina 
pectoris. 

Present Investigation 


Material and Methods.—Thirty patients with typical 
angina of effort who had previously been seen in the 
department were selected ; all were in a “ static phase.” 
The severity of symptoms was assessed before treatment, 
and each patient was requested to note any side-effects 
and the time at which improvement, if any, owcurred. 
Patients receiving glyceryl trinitrate were advised to 
continue to take this if necessary for symptomatic relief, 
but other long-acting vasodilators were stopped. The 
dose of persantin prescribed was two tablets (25 mg.) 
four times daily with a tablet of lactose identical in 
appearance as a control. The tablets were dispensed by 


the hospital pharmacist on a “ double-blind ” basis, and 
neither patient nor physicians knew which tablet the 
patient was receiving at any given time. Each substance 
was given for one month. Every patient was interviewed 
two weeks and four weeks after starting each course, 
when the standing blood-pressure was recorded and 
improvement or otherwise in the angina noted. Finally, 
the response during each four-week period was 
compared. 


Results.—Five patients died suddenly during the trial, 
presumably from further coronary vascular episodes, 
and one patient defaulted. These six patients are there- 
fore not included in the results. At the time of death 
two patients were receiving persantin and three the 
control tablet. The remaining 24 patients completed 
the trial. They fall into one of four groups as shown in 
the Table. Nine patients (37%) did not improve with 


Effect of Persantin on 24 Patients with Angina 


Improvement with persantin alone we 4 
9» » controlalone .. Be 1 (4%) 
am both ean and control - WA 

No change hes ; cy a (37°) 

either tablet ; 10 (42°) improved with both tablets (6 

received persantin first and 4 the control first) ; 4 (17%) 

improved with persantin alone, and 1 (4%) improved 

with the control. Side-effects were slight and consisted 
of mild headache in two patients and constipation in one 

while on persantin. One patient complained of mild 

dyspepsia while on the control tablet. The blood- 

pressure fell slightly in two patients while on persantin. 


Discussion 

Four patients improved with persantin alone but the 
improvement was only slight in two; one patient 
improved with the control tablet, and 10 patients 
ingroved with both tablets. Therefore 14 patients 
(58%) improved on persantin as compared with 11 
(46%) on the control tablet. Improvement in many 
patients was only slight and in none was there a 
dramatic change. It is a common occurrence for 
preliminary reports of new drugs in treatment of angina 
to be encouraging and for such claims not to be substan- 
tiated in subsequent controlled trials, Persantin seems 
to be no exception to this, and under the conditions of 
this trial and in the dosage used it did not give 
significantly better results than a control tablet. 


Summary 


A controlled “ double-blind” trial of persantin has 
been made in 30 patients with angina pectoris. Five 
patients died and one other did not complete the trial. 
In the remaining 24 persantin did not give significantly 
better results than a control] tablet. 


We thank Dr. A. Morgan Jones and Dr. E. G. Wade for 
advice and for allowing us to treat patients under their care, 
and Mr. J. B. Lloyd, chief pharmacist to the United 
Manchester Hospitals, for help in the organization of the 
trial. Messrs. Pfizer Ltd. supplied the persantin and control 
tablets. 
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Interest in the physiology of intestinal absorption has 
increased considerably during the last decade. This has 
been prompted by the availability of improved tech- 
niques of investigation of the function of the small 
intestine. It has become possible to demonstrate, 
categorize, and study the type and extent of deficient 
absorption in many clinical states. The available 
evidence emphasizes the multiplicity of factors capable 
of altering the physiology of the small intestine. These 
include metabolic disturbances in sprue, alterations in 
ground substance as seen in Whipple’s disease (Puite and 
Tesluk, 1955), massive resection of the small intestine 
(Jackson and Linder, 1951), intestinal diverticulosis and 
fistulae (Baddenoch et al., 1955), neoplastic involvement 
of the small intestine (Sleisenger et al., 1953), ulcerogenic 
tumours of the pancreas (Maynard and Point, 1958), and 
ischaemia of the small-intestine tract (Joske et al., 1958). 
The present study deals with the state and mechanism 
of intestinal absorption of carbohydraies in two unre- 
lated conditions—enteric fever and cirrhosis of the liver 
—utilizing the D-xylose excretion test. 

pD-Xylose is among the naturally occurring pentoses, 
chiefly found in plant products. It has a molecular 
weight of 150. Its structural formula is: 


CHO-HCOH-HOCH-HCOH-CH,OH 


It is not normally found in human blood. Like most 
Sugars it is predominantly absorbed from the small 
intestine, more in the proximal than in the distal part. 
The transport of sugars across the intestinal mucosa 
involves more than diffusion. Despite the lower 
molecular weight of pentoses, which enhances diffusion, 
they have been shown to be absorbed more slowly than 
hexoses. Thus, Cori (1925) and McCance and Madders 
(1930) found the various absorption rates of sugars to 
be the following: galactose 110, glucose 100, fructose 43, 
mannose 19, xylose 15, arabinose 9. They also found 
that above a concentration range of 10-13% the rate of 
absorption is independent of concentration. 


It has always been thought that active absorption 
involves phosphorylation of sugars. This hypothesis has 
been generally accepted, though direct evidence for it 
has been lacking. The phosphorylation of D-xylose is 
still debatable. Sols (1956) maintains that it is not 
phosphorylated in vitro. His quantitative data indicate 
that the normal role of mucosal hexokinase is to initiate 
glycolysis for the tissues’ own needs and not for active 
absorption. The data of Hele (1953) prove the contrary, 
and Turner (1950) even suggested the probability of a 
xylokinase in the mucosa of the small intestine. 


In normal individuals 65% of the xylose is absorbed 
(Christiansen et al., 1959). It is unaltered by the liver 
(Fishberg and Friedfeld, 1932). Of the oral dose of 
25 g., about 6 g. is excreted in the urine within the first 
five hours. Benson et al. (1957), studying two well- 


nourished subjects with ileostomies, found that no xylose 
was detected in the ileostomy discharge after the fifth 
hour and that 10% of the oral dose was excreted in the 
urine during the next 19 hours. About 50% of the dose 
appeared to be destroyed by the body. 

Dominguez and Pomerene (1934) employed pD-xylose 
as a renal-function test. Helmer and Fouts (1937) first 
reported on its use in intestinal absorption. They found 
no consistent abnormality in absorption of xylose in 
pernicious anaemia but noted defective absorption in 
three cases of non-tropical sprue. Fourman (1948) found 
decreased absorption of D-xylose in three patients with 
tropical sprue, in two with steatorrhoea, and in two with 
steatorrhoea due to healed tuberculous mesenteric 
adenitis. Since then many publications on the subject 
have appeared (Brien ef al., 1952: Gardner, 1956; 
Finlay and Wightman, 1958). 


Methods and Materials 


For at least eight hours prior to the examination food 
and fluids were withheld from the subjects to be tested. 
After voiding, each subject took 25 g. of p-xylose dis- 
solved in 250 ml. of tap-water. Immediately thereafter 
another 250 ml. of water was given. The subject was 
then kept at rest, either in bed or on a chair, and given 
nothing by mouth for the next five hours. All the urine 
passed in that five-hour period was collected and was 
either directly examined or refrigerated. 

The xylose content of the urine was determined by 
the colorimetric method of Roe and Rice (1948). 


All the tested subjects had adequate renal function 
with a normal urine output, non-elevated urea nitrogen, 
and no clinical or laboratory evidence of renal disease. 


Control Group.—The 11 subjects of the group 
consisted of medical students and a few patients in the 
hospital who had no evidence of organic disease of the 
renal or the gastro-intestinal tract. The range of five- 
hour D-xylose excretion was 5.9-8.9 g. (Table I). The 
calculated mean was 7.5 g. and the standard deviation 


TABLE 1.—Five-hour pD-xylose Excretion in Our Control Group 





| 


Case No.: 1 | 2 





3|4 | s|6j} 7} 8] 9 | 10/1 


Coie 75/85 7-2 | 67 | 6-9 |8-7 
| 




















D-Xylose excreted (g.)| 5-9 | 7:3 





Mean=7°5 g. SDy, =0-27 g. Range=5-9-8-9 g. 


TaBLe II.—Normal Range of Five-hour pv-xylose Excretion 








| 
| No. of 








G. | 
Authors | Patients| Mean -t S.D. | Range G. 

Dominguez and Pomerene wapaedes | 4 6°55 | 4:86-7:69 
Helmer and Fouts (1937) .. : 8 4-68 | 4:26-5:33 
Brien et a/l.(1952) .. ae % 12 614+ 0-70 |5 -7:2 
Gardner (1956) is s 6 42 $6 +06 | 
Benson et al. (1957) me . 25 65 + 1:2 | 4-1-8-2 
Christiansen et al. —— = fe 10 6°76 + 0-88 5-6-8-2 
Present study oo a4 11 75 + 0:27 | 5-9-8-9 





of the mean, SD,, was-+0.27. These statistics are 
comparable to those of other series (Table II). The 
lowest normal recorded in the literature was 4.1 g. 
(Benson et al., 1957). 

Enteric Fever.—Thirteen cases with proved enteric 
fever were studied. The diagnosis was established by 
the isolation of the salmonella organism in blood culture 
in patients who had the clinical signs and symptoms of 
the disease. Eight of these patients had Salmonella 
typhi, three had Salmonella paratyphi A, and two had 
Salmonella paratyphi B. In all these cases the test was 
performed after the lapse of three to five days of normal 
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temperature. All these patients were taking chlor- 
amphenicol for their enteric infection. The results of 
five-hour D-xylose excretion are recorded in Table III 
and the Chart. The mean pD-xylose excretion was 5.5 g. 


TABLE III.—Five-hour p-xylose Excretion in Enteric Fever, 
Cirrhosis, and Malabsorption 
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GRAMMES OF D-XYLOSE / 5-HOUR URINE 


Five-hour D-xylose excretion in normal subjects and in patients 
with typhoid, cirrhosis, and the malabsorptive syndrome. 


The SD,, was 0.5 g. The values ranged from 3.24 to 
9.5 g. Nine out of 13 patients (69%) had urinary levels 
lower than the lowest recorded in our control series. 
The difference between the means of the two groups was 
statistically significant at the 2/ 10,000 level of confidence. 
A significant reduction of xylose absorption occurs in 
the enteric fever group. 

Cirrhosis Fourteen patients with « trhosis of the 
liver were chosen for this study. ‘ue diagnosis of 
cirrhosis was established by clinical signs, tests for 
impairment of liver function, the presence of ascites, 
jaundice, and portal hypertension, and histological 
examination in nine patients. Except for one case which 
fits clinically and histologically with alcoholic cirrhosis, 
the cases were of the post-necrotic type. The mean 
p-xylose excretion was 5.3 g. (Table III and Chart). The 
SD,, was 0.5 g. and the values ranged from 2.4-9.6 g. 
Nine out of 14 patients (64%) had p-xylose excretion 
less than the lowest level recorded in our normal series. 
The hypothesis that the absorption of D-+xylose in 
cirrhosis is not different from that in the normal had to 
be rejected at the 5/10,000 level of confidence. The 
absorption of p-xylose is significantly reduced in 
cirrhosis. 


Malabsorptive Syndrome.—Seven cases with steator- 
rhoea were studied. These included three cases with 
lymphoma of the small bowel, one case with a presump- 
tive diagnosis of tuberculosis enteritis, and three cases 
with idiopathic steatorrhoea. The mean was 2.2 g. with 
a SD, of 0.6 g. The values ranged from 0.51 to 5.33 g. 
The reduction of D-xylose absorption in similar mal- 
absorptive states has already been adequately established 
and needs no further emphasis. 


Discussion 

With the increasing awareness of disease of the small 
intestine and the availability of better techniques in the 
study of small-intestine function, deficiencies in absorp- 
tion of various foodstuffs are no longer limited to idio- 
pathic steatorrhoea—that is, sprue and coeliac disease— 
but may include many different pathological lesions. 
These include chronic pancreatitis, pancreatic cancer, 
lymphoma and other reticuloses, tuberculosis, Whipple’s 
disease, intestinal diverticulosis and fistulae, and 
the results of major abdominal surgery, especially 
gastrectomy. 


The pD-xylose-excretion test has been found to be 
deficient in all of the above conditions with the exception 
of pancreatic disease. Joske et al. (1958) added a new 
member to the family of the malabsorption syndrome by 
describing two cases of temporary occlusion of the 
superior mesenteric artery which were followed by 
malabsorption. The pD-xylose excretion in those two 
cases was 0.5 and 3.2 g. respectively. These two cases 
were of considerable interest in throwing light on the 
physiological mechanisms involved in malabsorption, 
with ischaemia as the underlying factor. 


The above considerations have prompted us to study 
absorption in enteric fever, which may be regarded as a 
disease of the small intestine because of the particular 
involvement of the small intestine with inflammation and 
lymphatic swelling and hyperplasia. This is the first 
instance, to the best of our knowledge, that an absorptive 
study has been made on disease of the small intestine of 
infectious nature. The finding of a deficient absorption 
of D-xylose in this condition emphasizes the multifaceted 
nature of the factors involved in the pathogenesis of the 
malabsorption syndrome, and enhances the expectation 
that this state may well result from numerous factors 
which disturb the normal physiology of the small- 
intestine tract, by the gross involvement of the small 
intestine by neoplasm or an inflammatory process 
secondary to enteric infection. 


It has already been stated that D-xylose is unaltered by 
the liver (Fishberg and Friedfeld, 1932). Finlay and 
Wightman (1958) have found a decrease in abso: ption of 
p-xylose in cirrhosis. Christiansen et al. (1959), how- 
ever, found no abnormal results in patients with 
uncomplicated hepatic disease. In our group of 
cirrhotics the lowest values of D-xylose excretion were 
found in patients who had advanced liver disease with 
ascites, severe hypoalbuminaemia, and oedema. Patients 
with compensated cirrhosis showed minimal or no 
deficiency of absorption. Table IV shows the positive 
correlation between hypoalbuminaemia, ascites, and the 
degree of D-xylose malabsorption. 

It is clear (Table IV) that the normal xylose levels in 
cirrhosis were seen in Case 3, 4, 5,7, 8,12. They all had 
albumin levels above 3 g./100 ml. except Case 5. All 
but one patient with ascites had low xylose levels. It is 
difficult to single out one factor producing malabsorp- 
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TaB_sé iV.—Correlation Between Serum Albumin, Ascites, and 
Xylose Excretion in Cirrhosis 
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tion of D-xylose in cirrhosis, but the above data may 
suggest that oedema of the small intestine secondary to 
chronic liver disease may be an important factor. This 
speculation has prompted us to initiate a study of other 
oedema states, such as are found in congestive heart 
failure, and their effects on the function of the small 
intestine. 


The group of seven patients with malabsorptive 
syndrome support what has already been emphasized in 
previous publications. They demonstrate the utility of 
this test and its pronounced alteration in disease of the 
small intestine. |D-Xylose, being a pentose normally 
absent in the human and relatively unaffected by various 
metabolic processes, is a better absorptive test of carbo- 
hydrates than is a ubiquitous and metabolically active 
substance such as glucose. 


Summary 


The p-xylose excretion test has been widely used in the 
study of the absorption of carbohydrates by the small 
intestine. This pentose is normally absent from the 
human and is relatively unaffected by the various meta- 
bolic processes of the body. A decrease in D-xylose 
absorption was noted in most of the diseases of the 
sinall intestine reported in the literature. These include 
sprue, intestinal diverticulosis and fistulae, tumours of 
the small intestine, and ischaemia that follows embolism 
of the superior mesenteric artery. The present study 
deals with the state and mechanism of absorption of 
carbohydrates in two unrelated conditions, enteric fever 
and cirrhosis of the liver, utilizing the D-xylose excretion 
test. 


Enteric fevers may be regarded as diseases of the small 
intestine because of the particular involvement of that 
organ with inflammation, lymphatic swelling, and 
hyperplasia. 

Thirteen cases with proved enteric fever were studied. 
There was a significant reduction of absorption of 
D-xylose in this group. Nine out of the 13 (69%) had 
urinary levels lower than the lowest recorded in our 
control group. 

Fourteen patients with cirrhosis of the liver were 
studied. There was also a marked reduction of p-xylose 
absorption in this group. Nine out of 14 (64%) had 
p-xylose excretion less than the lowest recorded in the 
normals. Furthermore, there was a correlation between 
the serum albumin levels and the degree of absorption of 
D-xylose which suggested to us that, among other factors, 
oedema of the small intestine secondary to chronic liver 
diseases my influence intestinal absorption. 

A third group of seven patients with malabsorptive 
syndrome was studied. The marked decrease in absorp- 
tion of p-xylose in this group supports what has already 
been emphasized in previous publications. 
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THE FUNCTIONAL EFFECT OF 
PULMONARY IRRADIATION* 


BY 


MAURICE SUTTON, F.R.C.S.Ed., F.F.R., D.M.R.T. 
Medical Research Council, Radiotherapeutic Research 
Unit, Hammersmith Hospital, London 


When the lungs are irradiated by x rays to any degree 
an inflammatory reaction results which may lead to 
fibrosis (Whitfield, et al., 1954). A number of workers 
have studied the effect of post-radiation pulmonary 
fibrosis on lung function (Leach, 1943 ; Baldwin, et al., 
1949). Little is known, however, about pulmonary 
function during the actual irradiation and in the period 
prior to the development of pulmonary fibrosis. It was 
decided to perform serial lung-function studies on 
patients receiving pulmonary irradiation. Accordingly 
a number of radiotherapy patients who were having 
their lungs irradiated either directly because of carcinoma 
of the bronchus or indirectly in cases of carcinoma of 
the breast were subjected to lung-function studies 
before, during, and after treatment. 

The patients under study received either x-irradiation 
from the conventional 240-kV deep x-ray machines 
or supervoltage radiation from the 8-MeV_ linear 
accelerator. An attempt was made to show the differ- 
ence in functional effect between the two forms of 
radiation. 


Groups of Patients Studied 


Carcinoma of bronchus treated radically on the 8-MeV 
linear accelerator—These cases all had histologically proved 
tumours. The squamous-celled tumours were treated by 
a technique employing two non-opposed fields with wedges, 
and a tumour dose of 4,500 rads was given in one month. 
The anaplastic tumours were treated with two opposed fields 
without wedges, and a tumour dose of 4,000 rads was given 
in one month. The size of the fields and thus the volume of 
the lung irradiated depended upon the size of the tumour, 





*This investigation was carried ov’ during the tenure of a 
British Medical Association Researct. Scholarship. 
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but in both techniques the integral dose was of the order of 
17 megagram rads (equivalent to 20 megagram roentgens). 

2. Carcinoma of bronchus treated radically on the con- 
ventional 240-kV deep x-ray machines.—In these cases the 
diagnosis had been made on radiological and bronchoscopic 
appearances, though it had not been established by biopsy. 
A nine-field technique was employed to cover the tumour 
adequately. A tumour dose of 4,500 roentgens (r) was 
given in one month. The integral dose was of the order 
of 35 megagram roentgens. 

3. Carcinoma of breast treated by radical mastectomy 
and post-operative radiotherapy to the supraclavicular and 
internal mammary glands of the same side-——This was done 
by a three-field technique using two opposed fields to the 
supraclavicular area and a straight-on field covering the 
internal mammary chain. A skin dose of 3,600 r in four 
weeks was given. 

4. Carcinoma of breast treated by simple mastectomy and 
post-operative radiotherapy to the breast area and adjoining 
lymph drainage areas.——For this a six-field technique was 
employed. The breast area was treated by two tangential 
and two oblique fields. The supraclavicular and axillary 
glands were treated by two opposed fields. A skin dose 
of 3,600 r in four weeks was given. 

In both of the techniques for treating carcinoma of 
breast the apex of the lungs receives about 4,000 r. By 
the use of the tangential technique only a small part 
of lung directly beneath the breast area is irradiated 
directly. A larger part of the underlying lung receives 
some scattered radiation. Conventional 240-kV deep 
x-ray machines were used for this treatment. 

Only those patients who were capable of performing 
the lung-function tests satisfactorily were accepted for 
the experiment. A number with carcinoma of the 
bronchus were unable to perform the exercise test 
because of their functional disability and these were 
excluded. A small number of patients in each group 
were unable to co-operate in the performance of the 
tests and were also excluded. 


Method of Study 

Three measurements were made at each attendance. 

1, Vital capacity (V.C.). 

2. Indirect maximum breathing capacity (Ind. M.B.C.).— 
This was measured by multiplying the forced expiratory 
volume over 0.75 second (F.E.V.0.7;) by 40 (see Gandevia 
and Hugh-Jones (1957) for terminology). A simple spiro- 
meter of the type described by Bernstein et al. (1952) was 
employed. The mean of three measurements was accepted 
and the volume corrected to B.T.P.S. and expressed in litres. 

3. Standardized ventilation (S.V.)—This was determined 
from a standard exercise-tolerance test of the type described 
by Hugh-Jones (1952). Each patient was asked to perform 
a standard amount of exercise (350 kg. m. per minute for 
five minutes). The volume, in litres, was corrected to 
B.T.P.S. ~ 

The S.V. was chosen as a measure of the ventilatory 
cost of the exercise, as it is valid even when the subjects 
could not complete the five minutes of exercise. 
Occasionally it was necessary to accept only two minutes 
of exercise. With very short periods of exercise (under 
two minutes), however, it is not always satisfactory, 
and this was a cause of rejection of some of the patients 
suffering from carcinoma of bronchus. 

These lung-function studies were carried out twice 
before radiotherapy had begun and the mean of these 
results was noted. They were performed weekly during 
treatment and at monthly intervals thereafter. In the 
breast cases the first lung-function test was carried out 
after the mastectomy wound had healed. 

D 


Results 


There were 146 patients with histologically proved 
carcinoma of the bronchus who had a radical course 
of supervoltage radiotherapy on the 8-MeV linear 
accelerator and who were subjected to serial lung- 
function studies. Of these, 42 were alive at the end 
of 12 months—28 had had serial lung-function studies 
at monthly intervals ; the physical condition of the other 
14 rendered them incapable of performing satisfactory 
lung-function tests. 

Fig. 1 shows the mean results of all the 28 patients, 
expressed as a percentage of the pretreatment result. It 
is true to say that these are the results of a highly 
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Fic. 1.—Lung-function studies in atients suffering from 
carcinoma of bronchus treated on 8-Me linear accelerator. All 
values expressed as percentages of initial readings. 


selected group—namely, those patients who not only 
survived one year but were capable of carrying out 
relatively strenuous lung-function tests at the end of 
this period. However, a study of the performance of 
these patients gives some idea of the effect of pulmonary 
irradiation on lung function. One cannot completely 
exclude the effect that the carcinoma is having on lung 
function, but it is probably less than the effect it would 
have in a patient who dies within a few months of the 
treatment. In such a patient the tumour has probably 
hardly responded at all to treatment and the change in 
lung function is probably attributable directly to the 
growth of the tumour. In a patient who survives for over 
a year the growth of the tumour has probably been 
retarded by treatment and the lung-function studies 
may represent to a large extent the direct results of 
pulmonary irradiation. This is supported by the fact 
that all 28 patients referred to in Fig. 1 showed some 
radiological evidence of pulmonary fibrosis, such as 
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Fic. 2.—Lung-function studies in patients suffering from 
carcinoma of bronchus treated at 240-kV. All values expressed 
as percentages of initial readings. 
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mediastinal shift, elevation or peaking of the diaphragm, 
retraction of the ribs, or bands of fibrosis. 

There were 10 patients with carcinoma of the 
bronchus who received a radical course of radiotherapy 
on the conventional 240-kV deep x-ray machines and 
who were subjected to serial lung-function studies. All 
but two died between the fifth and twelfth months after 
treatment. 

Fig. 2 shows the results of the lung-function studies 
on these patients up to the fifth month, expressed as a 
mean percentage of the pretreatment results. It was 
decided not to graph the results for a longer period as 
it would be difficult to interpret. Thus a patient in 
poor physical condition would depress the mean results 
of the lung-function test and when he died the mean 
would be artificially improved, whereas the lung- 
function tests of the other patients might have been 
quite constant during this entire period. 


From a study of Figs. 1 and 2 certain general trends 
emerge. In patients having their lungs irradiated for 
carcinoma of the bronchus there is usually an improve- 
ment in lung function during treatment. This might 
be due to familiarity with the procedure or it might be 
due to relief of bronchial obstruction with increase in the 
volume of functioning airway. As Ind. M.B.C. tends 
to improve to a slightly greater extent than V.C. it is 
probable that the latter explanation is correct. All of 
these patients had centrally situated lesions, and relief 
of bronchial obstruction due to these would be expected 
to have greater effect than shrinkage of peripherally 
situated tumours. 
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Fic. 3.—Lung-function studies in patients suffering from 

carcinoma of breast treated by post-operative radiotherapy to 

gland areas only. All values expressed as percentages of initial 
readings. 
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Fic. 4.—Lung-function studies in patients suffering from 

carcinoma of breast treated by post-operative radiotherapy to 

chest wall and gland areas. All values expressed as percentages 
of initial readings. 








At about the third week of treatment on the 240-kV 
deep x-ray machines the patients tend to show a falling- 
off in lung function. This coincides with the skin 
reaction and general malaise that they may suffer. With 
a fairly severe skin reaction it may be painful to take 
a deep breath. Those treated on the 8-MeV linear 
accelerator do not develop a skin reaction, they have 
less general discomfort, and as a reflection of this they 
continue to improve from the functional point of view. 
In both these groups there tends to be continued 
improvement for a variable time after treatment, 
followed by a period in which lung function remains 
stationary. The death of the patient is preceded by a 
sudden deterioration in lung function beginning about 
two months before the actual decease. Lung function 
closely reflects clinical impression in all these patients, 

At the end of one year in those patients treated on 
the 8-MeV linear accelerator the mean V.C. and Ind. 
M.B.C. had decreased respectively to 76% and 96% 
of the pretreatment readings. This does not represent 
a severe functional disability, which is especially signi- 
ficant in view of the fact that all these patients showed 
some evidence of post-irradiation pulmoaary fibrosis. 


Fig. 3 demonstrates the results of serial lung-function 
studies in eight cases of carcinoma of the breast treated 
by post-operative irradiation of the supraclavicular and 
internal mammary lymph node areas. 


Fig. 4 shows the results of the serial lung-function 
tests in eight cases of carcinoma of the breast treated by 
post-operative irradiation of the breast area as well as 
the internal mammary and supraclavicular lymph node 
areas. 


From a study of Figs. 3 and 4 there appears to be little 
difference in functional effect between the two groups. 
There was no severe deterioration in lung function as 
described by Leach (1943) and Baldwin et al. (1949). 
This is almost certainly due to changed techniques in 
radiotherapy. In both groups there is a slight improve- 
ment in lung function during the first half of treatment. 
This is probably due to familiarity with the procedure. 
In the second half of treatment there tends to be a slight 
falling off due probably to the fairly severe reaction and 
general discomfort that they often have. Lung function 
remains fairly constant after treatment. 


Discussion 


Groover et al. (1922) first drew attention to the 
syndrome of lung damage as a result of exposure to 
ionizing radiation. The anatomical and _ histological 
appearances of lung damaged by radiation have been 
recorded both in the laboratory animal (Liidin and 
Werthemann, 1930; Engelstad, 1934; Warren and 
Gates, 1940; Tullis, 1949) and in man (Hines, 1922; 
Groover, et al., 1922; Evans and Leucutia, 1925; 
McIntosh, 1934; McIntosh and Spitz, 1939; Schairer 
and Krombach, 1939). 


The early changes are congestion and oedema of the 
alveolar walls and an increased production of bronchial 
mucus. Whitfield et al. (1954) describe the necropsy 
findings in a patient suffering from Hodgkin’s disease, 
who died three months after irradiation of the lungs. 
The dominant change was reduction in the total alveolar 
space, associated with thickening and fibrosis of the 
alveolar walls, thickening of the capillary walls, and 
swelling of the alveolar lining cells. Within the alveoli 
and alveolar ducts hyaline membrane had formed. 
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The early changes are often followed, after a variable 
period, by the development of pulmonary fibrosis which 
may be clinically and radiologically obvious. Ross (1956) 
believes that 96% of patients treated by conventional 
deep x-ray therapy for carcinoma of the breast develop 
some degree of post-radiation fibrosis. In his series 
the first radiographic abnormality was observed in 
almost all cases between two and six months after the 
end of treatment. The process then continued for about 
18 to 24 months, but occasionally fresh scarring 
appeared after a longer period. 

A number of workers have carried out lung-function 
studies on patients suffering from severe post-radiation 
pulmonary fibrosis. Leach (1943) found the V.C. was 
lowered to as much as 60% of the predicted value. 
These results referred to cases of carcinoma of the breast 
treated by techniques which caused severe lung damage 
due to direct irradiation of the underlying lung. Modern 
radiotherapy employs glancing fields which do not 
irradiate the lungs to the same extent. Another factor 
that probably contributed to the reduction in functioning 
pulmonary capacity was the fact that the skin and sub- 
cutaneous tissues of the chest undergo fibrotic changes 
after irradiation. The normally pliable skin becomes 
stiff and inelastic. A radical mastectomy, in itself, 
probably produces a diminution in V.C. by removing 
some of the respiratory musculature and rendering the 
skin of the chest tight. Baldwin et al. (1949) found the 
V.C. to be reduced to 75% of its predicted value in 
radiation fibrosis. With a moderate degree of fibrosis 
the remaining pulmonary tissue may undergo compen- 
satory emphysema which would also reduce the V.C. 

The M.B.C. has been shown to be affected in radia- 
tion fibrosis. Baldwin et al. (1949) found it decreased 
to 80%. Leach (1943) also found it reduced. The 
ability of a patient to breathe out at a high velocity 
depends on many factors: the muscular force available, 
the compliance of the lungs and thorax, and airway and 
tissue resistance (Comroe, et al., 1955). It is reduced 
out of proportion to the decrease in V.C. in patients 
with obstruction of their airways. On the other hand, 
the M.B.C. may be fairly well maintained in some 
patients with pulmonary fibrosis, even though there is 
marked reduction in V.C., their only defect is a limita- 
tion to expansion of the thorax. Since the greatest 
possible rate of expiration is often obtained with a 
degree of effort well below the maximum of which the 
patient is capable, it is a satisfactory test to perform on 
patients suffering from carcinoma of the bronchus. 
Also, Franklin et al. (1955) believe that the expirogram 
is more sensitive than the x-ray film revealing small 
changes in lung structure. 


It has been noted that hyperventilation on exercise 
is often associated with pulmonary fibrosis (Baldwin 
et al., 1949). The ventilatory cost of exercise is 
adequately measured by the standardized ventilation. 
The cause of this hyperventilation is not clear. It has 
been shown that arterial oxygen saturation at rest and 
during exercise is normal in patients with radiation 
damage (Bergmann and Graham, 1951). Similarly, 
alterations in plasma carbon dioxide content have not 
been observed. Bronchospirometric studies have shown 
that this is due, primarily, to continued satisfactory 
function by the uninvolved lung. It therefore seems 
unlikely that patients with irradiation damage of one 
lung hyperventilate in order to restore an abnormal 
blood chemistry to physiological equilibrium. In fact, 
they appear to hyperventilate despite the absence of 


any known physiological need for such activity. Leach 
et al. (1942) believe that this is due to abnormal reflexes 
originating in the altered lung. 

It is important to remember that familiarity with the 
procedure and the co-operation of the patient affect 
the results of lung-function studies, and may lead to 
variations that do not necessarily reflect the patient's 
pulmonary function. 


Summary 


Serial lung-function studies have been performed on 
patients having their lungs irradiated for carcinoma of 
the bronchus or carcinoma of the breast. 


Lung function tends to be depressed towards the end 
of the course of radiotherapy at 240 kV. Such a depres- 
sion is not seen with supervoltage radiotherapy. This 
is probably attributable to the difference in radiation 
reaction. 

Moderate functional disability results from direct 
pulmonary irradiation by supervoltage x rays as 
measured at the end of one year. 


No real functional disability results from radiotherapy 
for carcinoma of the breast when modern radiothera- 
peutic techniques are employed. 


The encouragement and helpful advice given by Dr. 
C. A. P. Wood, Director of the M.R.C. Radiotherapeutic 
Research Unit, and Dr. P. Hugh-Jones are gratefully 
acknowledged. I thank Dr. J. G. Kenney and Dr. T. 
O’Donnell for help with the lung-function tests. 
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“This has been a year of intense activity undoubtedly 
owing to the considerable rise in the number of cases as 
reported last year. The trend which is brought continually 
to our notice, and causes us grave concern, is the extreme 
youth of many of the unmarried mothers. The reasons 
underlying this inescapable fact go far beyond the limits 
of our walls, and we ponder on the causes which strike 
at the general well-being of society as a whole and on what 
is being done to arrest those untimely events.” (Committee 
of Management, Chairman’s Report, National Council for 
the Unmarried Mother and Her Child (Inc.), Fortieth 
Report, May, 1959-March, 1960.) 
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APPARENTLY TRIVIAL WOUNDS OF 
THE EYELIDS WITH INTRACRANIAL 
DAMAGE 


BY 


A. N. GUTHKELCH, M.Ch., F.R.C.S. 


Consultant Neurosurgeon, Royal Manchester Children’s 
Hospital, Pendlebury, Lancs 


The importance of making an immediate correct 
diagnosis in cases of compound depressed fracture of 
the skull is well known, and such cases are usually 
recognized, either clinically or by radiological means, 
at the latest within a few hours of admission to a 
casualty department. There is, however, one sort of 
cranial injury which appears to be particularly common 
in children and in which, to judge by personal 
experience, early diagnosis is exceptional. This is the 
penetrating wound of the roof of the orbit. The present 
paper reports the course and outcome of six such 
cases seen at the Royal Manchester Children’s Hospital 
during the last decade. 


Case 1 


A 9-year-old girl, playing cowboys and Indians, was carry- 
ing an arrow made from a sharpened bamboo stick when 
she fell. The stick entered her left cheek, just below the 
inner canthus of the eyelids. She was not rendered uncon- 
scious and walked to a hospital, where the lids were found 
to be swollen and the eye closed. The wound was explored 
under anaesthesia and several pieces of bamboo were 
extracted. She failed to regain full consciousness, so next 
day the wound was re-explored and brain tissue was 
noticed in its depths. 

At this stage the girl was transferred to a neurosurgical 
unit, where radiography showed a hole in the medial part 
of the roof of the orbit and several radiopaque foreign 
bodies within the skull. Frontal craniotomy was performed 
and it was found that there was laceration of both frontal 
lobes, with a large intracerebral haematoma. The indriven 
pieces of bamboo were removed, together with damaged 
brain tissue and blood-clot. The frontal and anterior 
ethmoidal air-cells had been penetrated, so the dura of the 
anterior fossa was repaired with fascia. The child rapidly 
regained full consciousness after the operation, but her later 
progress has been marred by the development of epilepsy, 
and by a permanent change in personality. 


Case 2 


A boy aged 9 years missed his footing while climbing over 
some railings and fell, so that one of the iron spikes by 
which they were surmounted entered his right upper eyelid. 
He felt little discomfort, but attended his family doctor, who 
found only a trivial-looking wound, a bare } in. (6 mm.) 
long.. Next day the eyelids were very swollen so he was 
referred to a hospital, but no action was taken there, apart 
from changing the dressing. A week later, although the 
swelling had disappeared, there was noticed to be a complete 
ptosis of the upper eyelid. He was kept under observation 
for a further week, when, the ptosis being still present, x-ray 
films were taken and a metallic foreign body was found 
lying with its tip within the anterior fossa of the skull. 


The boy was transferred to a neurosurgical unit, where 
craniotomy was performed and the foreign body—actually 
the rusty point of the iron spike—removed. Recovery was 
uneventful; the ptosis, which seemed to be due to 
mechanical interference with the levator palpebrae muscle, 
recovered within three weeks. 


Case 3 


A 6-year-old boy was playing alone in the garden when 
he fell. No details of the injury are known, but he was not 
rendered unconscious, and ran back into the house with a 
small wound on his right upper eyelid. He was taken to 
his family doctor and the wound was sutured and antitetanus 
serum given. He was then put to bed at home, but within 
24 hours he had begun to complain of a pain in his head 
and had become restless and feverish. He was admitted to 
hospital on the third day, by which time, though siill con- 
scious, he was very ill with signs of frank meningitis, early 
papilloedema, and a left hemiparesis. Lumbar puncture 
showed a purulent yellow fluid under high pressure from 
which Staphylococcus pyogenes was subsequently cultured. 
Intraventricular and systemic antibiotics were administered, 
but his condition deteriorated very rapidly and he died four 
days after the injury. 


Post-mortem examination revealed a fracture of the 
orbital plate of the frontal bone, consistent with penetration 
by a sharp object. There was laceration of the overlying 
meninges and brain. a diffuse suppurative encephalitis of the 
whole right hemisphere, and a generalized meningitis. 


Case 4 

On March 3, 1957, a baby girl aged 23 months was playing 
with a pencil when she fell forward, driving the sharpened 
end into her right upper eyelid. She was admitted to 
hospital, where the wound was sutured and antibiotics were 
administered. A fortnight later a small abscess formed 
under the wound and was drained, after which she remained 
well for months. At the beginning of August, 1957, she 
began to vomit each morning and within a week had become 
drowsy, and listless. On August 15 she was admitted to a 
neurosurgical unit, where she was found to be listless, 
drowsy, and resentful of interference. There was gross 
bilateral papilloedema, the left abdominal reflexes were 
diminished, and both plantar responses were extensor. X-ray 
films of the skull showed a small circular hole in the medial 
part of the roof of the right orbit. 


A diagnosis of brain abscess was made and a cavity con- 
taining 75 ml. of foul-smelling green pus was found in the 
right frontal lobe, Staph. pyogenes being subsequently 
cultured on two occasions, Repeated aspiration and 
instillation of antibiotics into the cavity failed to control 
the abscess, so four weeks after the original tapping a 
craniotomy was performed. The whole frontal lobe was 
found to be riddled with abscesses and a lobectomy was 
performed. The baby’s subsequent progress was com- 
plicated by the development of osteomyelitis of the bone 
flap, some of which had to be sacrificed, but she ultimately 
made a good recovery. At the time of writing she was 
developing normally, and so far there had been no signs of 
epilepsy. 


Case 5 


A 2-year-old boy took hold of a 4-in. (6-mm.) chisel 
lying on his father’s workbench. When told to put it down 
he ran away, holding it in his hand. After taking a few 
paces he stumbled and fell, the sharp end of. the chisel 
piercing his right lower eyelid near the inner canthus. He 
developed an apparently ordinary “ black eye,” and, although 
he was taken to hospital for examination, the wound was 
thought to be too small to require suture and no further 
action was taken. A week later there was noticed to be a 
swelling of the upper eyelid without any discoloration of 
the skin, but this soon cleared up. 


Four weeks after the injury the little boy began to com- 
plain of headache, which woke him at night. He had 
previously complained of earache on one or two occasions, 
and a diagnosis of mastoiditis was made. He was referred 
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back to hospital and mastoidectomy performed, but with- 
out relief of his symptoms: He continued to complain of 
headache from time to time, was listless, and ate poorly, 
vomiting about twice a week. 

Three months after the injury he was referred to a 
neurosurgical unit. By this time the scar on his eyelid was 
barely visible, and no mention of the accident with the chisel 
was made to any of the doctors who saw him. At this time 
he was listless and drowsy: there was bilateral papilloedema, 
with a slight left lower facial weakness. Standard x-ray 
views of the skull showed gross sutural reparation, but the 
roofs of the orbits were not well demonstrated, and it was 
only later that a small hole was noticed in the medial part 
of the roof of the right orbit. 

A diagnosis of brain abscess was suspected, and was 
confirmed by ventriculography and subsequent exploration. 
As with Case 4, an attempt was made to control the infec- 
tion by repeated aspiration and instillation of antibiotics, 
but it soon became obvious that there were many loculi of 
infection. Ultimately, craniotomy and right frontal lob- 
ectomy were performed, the specimen proving to contain no 
fewer than 16 separate abscess cavities, of which the two 
largest contained between them 50 ml. of pus. An indurated 
fibrous track in the inferior part of the lobe led to the hole 
in the roof of the orbit. An uneventful recovery ensued, 
and 18 months after the craniotomy there had been no sign 
of epilepsy. Temperament and intelligence were normal. 


Case 6 


A 7-year-old girl was hit on the right side of the head by 
a falling coat-rack. She sustained several cuts on the face, 
and it was noticed that one of the coat-hooks had pierced 
her right upper eyelid. She was not rendered unconscious, 
but the eye immediately became very swollen and she was 
admitted to an ophthalmic unit. X-ray films were taken, 
and it was found that a triangular piece of bone had become 
detached from the roof of the orbit and had been driven 
into the frontal lobe. At this stage the child showed little 
sign of intracranial damage, and in view of the very gross 
chemosis and the possibility of damage to the globe of the 
eye itself primary treatment was limited to the adminis- 
tration of antibiotics and the performance of a tarsorrhaphy. 

Five days later the chemosis was subsiding and it was 
established that the eye was intact ; the child was therefore 
transferred to a neurosurgical unit for further care. At this 
stage it was noted that there was a rather profuse discharge 
of clear fluid, of the chemical composition of C.S.F., from 
the wound on the eyelid. There was no constitutional 
disturbance or meningism and no focal neurological 
abnormality. Craniotomy was performed and the anterior 
fossa explored. The triangular fragment of bone, its sides 
measuring 2 cm., was extracted from within the frontal lobe 
and the dura of the 
anterior fossa repaired 
with a fascial graft. 
The intracerebral 
cavity appeared clean 
but contained a few 
millilitres of semisolid 
blood-clot, which was 
removed. 

The immediate re- 
covery was uneventful 
(see Fig.), but one 
month later the child 
was readmitted to 
hospital, complaining 
of vomiting and head- 
ache of three days’ 
duration. A diagnosis 
of brain abscess was 
egies %... made, being con- 
firmed by angio- 
graphy and explora- 





Case 6, showing the small wound on 
the upper eyelid. 


tion. During the next four weeks the abscess was sterilized 
by repeated aspiration and instillation of antibiotics ; 
craniotomy was then performed and the tip of the frontal 
lobe, with the abscess inside it, was removed. Once again 
recovery was uneventful, but the period of follow-up is too 
short to exclude the possibility of late epilepsy. 


Discussion 

The bone of the roof of the orbit is well known to 
be thin and easily fractured. Indeed, psychiatrists have 
taken advantage of this fact to carry out frontal 
leucotomy simply by introducing a sharp instrument 
through the superior conjunctival fornix and tapping it 
through the skull into the frontal lobe, a procedure 
which, it has been claimed, can even be performed in 
the consulting-room. In the child, not only is the roof 
of the’orbit very thin indeed but the lack of develop- 
ment of the supraciliary ridges renders it peculiarly 
vulnerable to any wound that is inflicted in an upward 
direction. In five of the six cases cited above it was 
known that an injury in the region of the eye had been 
sustained from a sharp object, and in most of them an 
upward direction of the blow might reasonably have 
been inferred, if not actually observed. In the remain- 
ing case (No. 3) no details of the injury could be 
established, but even here the existence of a wound of 
the eyelid might have been deemed suspicious, since a 
simple contusion after a fall is more likely to involve 
a prominent part of the face, such as the nose, cheek, 
or forehead. Despite these facts, the suspicion of a 
penetrating wound of the cranial cavity was entertained 
in only one case (No. 6), and in the others the 
precaution of x-ray investigation was not taken until 
the patients’ subsequent clinical course was giving rise 
to anxiety. 

In Case 2 the patient was lucky. Had the foreign 
body penetrated the dura he might well have developed 
meningitis or brain abscess. In Case 5 the appearance 
of a swelling of the upper eyelid some days after the 
resolution of the original haematoma might also have 
led to the correct conclusion by suggesting the possi- 
bility of an effusion of C.S.F. ; yet, in fact, the original 
injury was completely forgotten and its history was 
elicited only after the demonstration of a track leading 
through the dura of the anterior fossa, and the subse- 
quent discovery of a small scar on the eyelid, had led 
to the parents being directly questioned about the 
possibility of trauma. In Case 6 the correct diagnosis 
was made immediately, but in view of the danger to the 
sight of the right eye and the lack of evidence of 
serious intracranial damage the surgeon in charge of 
the case took the calculated risk of relying on antibiotic 
cover to control intracranial infection. In retrospect, 
the case serves to demonstrate once again that anti- 
biotics are not an adequate substitute for surgery and 
that the ideal primary treatment of a penetrating wound 
is still an immediate excision of all its layers. 

In civilian practice missile wounds of the head and 
those inflicted by sharp objects are relatively un- 
common. Closed injuries are rarely serious unless 
associated with altered consciousness, either immediately 
through cerebral commotion or later through com- 
pression by an intracranial haematoma; the obvious 
exception—injuries of the air sinuses with their conse- 
quent risk of infection and aerocele—is sufficiently well 
known to need no further discussion here. In the case of 
penetrating wounds of the brain the situation is 
different. Loss of consciousness is only to be expected 
in the case of trauma by heavy objects or by those of 
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high velocity, or where there is immediate damage to 
the central parts of the brain. None of the six patients 
in this series showed any immediate loss of conscious- 
ness or appeared much disturbed by their experience, 
and it is perhaps for this reason that the injuries were 
regarded as trivial and that in only one case was even 
the precaution of immediate x-ray examination deemed 
necessary. Yet the results were serious enough. One 
case sustained severe bilateral brain damage and four 
developed intracranial infections, with one fatality. 
There has been one established case of epilepsy and 
two more children are still at considerable risk. Three 
children needed multiple operations, and the total 
duration of their stay in hospital exceeded a year. 


Conclusions 


Wounds in the region of the orbit in which nen is 
any suspicion of the entry of a sharp object, and 
particularly where the victim is a child, must be taken 
seriously. 

Despite the absence of any history of loss of 
consciousness or other neurological disturbance, 
immediate x-ray examination of the skull, with special 
reference to the roof of the orbit, should be made. 

If the cranium has been penetrated, early and com- 
plete exploration is imperative. 





Medical Memoranda 








Amphetamine Poisoning Associated with 
Hyperpyrexia 


A recent annotation in the British Medical Journal 
(1960) describing a case of amphetamine poisoning in 
an athlete reported by Bernheim and Cox (1960) makes 
the comment: “ Were it not for the extraordinary high 
rectal temperature reported, this man’s death might 
have been attributed almost entirely to amphet- 
amine. ” The implication that hyperpyrexia and 
amphetamine poisoning are unrelated prompts us to 
report a recent fatal case of poisoning by this drug in 
which hyperpyrexia was a presenting clinical feature. 


CASE REPORT 


A 25-year-old single woman, said by her friends to have 
been “ full of life and energy” for the few days preceding 
her death, was admitted to hospital with a history that two 
hours previously she had complained of headache and taken 
two aspirin tablets. She became comatose after taking the 
aspirin, and her temperature at that time ‘s recorded as 
101.6° F. (38.7° C.) (axilla). On admission she was found 
to be comatose, with a temperature, taken in the axilla, 
of 109° F. (42.8° C.). The skin was hot and moist and 
there was intense shivering with some neck retraction. At 
this time her pulse was rapid (132 a minute), full, and 
bounding, and her systolic blood-pressure was 80 mm. Hg. 
The pupils were dilated and non-reactive, and respiration 
was rapid and stertorous. 100 mg. of chlorpromazine was 
given intravenously and after tepid sponging the tempera- 
ture fell to 102° F. (38.9° C.) during the next hour. Lumbar 
puncture showed a pressure of 130 mm. H2O and the fluid 
was normal on examination. At this stage she was able 
to give her name and to respond to simple commands, but 
one hour later she suddenly collapsed and died in spite of 
resuscitative measures. 

At necropsy the only significant findings were a moderate 
degree of cerebral oedema and the presence in the stomach 


of very large numbers of white granules which varied in 
size up to about that of a pin’s head. Analysis showed 
310 mg. of amphetamine (expressed as sulphate) in the 
stomach contents, and the analyst’s report suggested that 
the drug had been taken in the form of “spansules.” At 
the coroner’s inquest which followed no light was thrown 
on the circumstances in which the drug had been taken, 
and a verdict of accidental death was recorded. 


COMMENT 


Neither the clinical history nor the necropsy revealed 
any cause for the hyperpyrexia observed in this patient. 
The day of her death had been warm, but not exces- 
sively hot, with maximum temperature in the lower 
seventies. She had taken no strenuous exercise and 
had passed the day quietly indoors. In the circum- 
stances we felt that consideration must be given to the 
possibility that the hyperpyrexia was a manifestation 
of amphetamine poisoning. 

Polson and Tattersall (1959) state that severe poison- 
ing by this drug may result in tachycardia and a raised 
body temperature followed by exhaustion. The Extra 
Pharmacopoiea (1958) makes no mention of pyrexia as 
one of the symptoms of cverdosage. In a number of 
published cases a raised temperature has been described 
after large doses of amphetamine, though we have 
found no example of such a high temperature as that 
recorded in our case or in the case of Bernheim and 
Cox (1960). Mitchell and Denton (1950) describe a 
fatal case in a nurse who had consumed massive doses 
for 9-12 months and in whom a temperature of 105° F. 
(40.6° C.) was recorded shortly before her death. In 
her case, however, there was a striking pancytopenia, 
so that the interpretation of the pyrexia is in doubt. 
Gericke (1945) describes a case of suicidal poisoning 
by the drug, with a recorded rectal temperature of 
103.8° F. (39.9° C.); Pretorius (1953) describes a case 
in a child where the temperature was 104° F. (40° C.); 
Patuck (1956) mentions a temperature of 100° F. 
(37.8° C.) in another case ; and Shanson (1956) reports 
a case in which the temperature was 100.5° F. (38° C.), 
though in this case ingestion of the drug had been 
preceded by a mild febrile illness. 

It seems clear that amphetamine in high dosage can 
raise the body temperature, and the present case 
suggests that hyperpyrexia may result. The hyper- 
pyrexia in the case reported by Bernheim and Cox 
may or may not be attributable to amphetamine, but 
we would suggest that the drug cannot be ruled out 
as a possible contributing factor. 


Our thanks are due to Dr. L. M. Jennings for permission 
to publish this case. 
S. C. JORDAN, M.B., Ch.B., 
Medical Registrar. 


F. Hampson, M.A., D.M., 
Consultant Pathologist. 
Royal Berkshire Hospital. 
Reading. 
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THE LINEAGE OF MANKIND 


The Antecedents of Man. An Introduction to the Evolution 
of the Primates. By W. E. Le Gros Clark, F.R.S. (Pp. 
374+vii; illustrated. 21s.) Edinburgh: The University 
Press. 1959. 

The Foundations of Human Evolution. By Sir Wilfrid E. 
Le Gros Clark, F.R.S._ Illustrated by Christine Court. 
Oregon State System of Higher Education, Condon Lectures. 
4 72. $1.) Eugene, Oregon: University of Oregon Press. 


The Antecedents of Man is an extension of the Munro 
Lectures delivered at the University of Edinburgh in 
1953 and Sir Wilfrid Le Gros Clark has taken the 
opportunity of incorporating in it discoveries made 
since that time. The book comprises a series of 
chapters dealing with the following topics: the 
evolutionary process and the primates; a preliminary 
survey of the primates in space and time; the evidence 
of the dentition ; the evidence of the skull ; the evidence 
of the limbs; the evidence of the brain ; the evidence 
of the special senses; the evidence of the digestive 
system ; the evidence of the reproductive system ; the 
evolutionary radiations of the primates. 

The introductory chapter presents evidence on the 
modes and possible processes of evolution, and also 
deals with attempts that have been made from time 
to time to indicate statistical comparisons of metrical 
characters in different groups of animals. The author 
goes on to say: “The essays of amateur biometricians 
to apply unsuitable statistical methods to the elucida- 
tion of phylogenetic relationships have in some cases 
led to misleading statements because they have not 
realized the possible fallacies involved in such methods, 
and by so doing they have tended actually to discredit 
the value of appropriate statistical methods.” In 
considering the statistical approach to the study of 
genera which are not closely related, Le Gros Clark 
concludes that “the principle of morphological equiva- 
lence is of paramount importance.” The chapters 
dealing with the relationship and equivalence of the 
constituent parts of organ systems in different genera 
will be of great value to non-specialist teachers and 
students alike. The chapter on the brain, on which 
the author is a recognized authority, is an excellent 
synthesis and summary of the evolution of this organ. 
New palaeontological discoveries are discussed in the 
final chapter, and especially the relationship of the 
Australopithecus to Man. Le Gros Clark recognized 
this relationship soon after the material became avail- 
able for study, and has firmly maintained his early 
views. 

The illustrations are beautifully executed and are a 
valuable addition to the work. Throughout the book 
the author has used his extensive knowledge to present 
the facts in a clear and concise manner. It is a work 
that can be recommended without hesitation, and the 
reviewer has no doubt that it will be warmly welcomed. 

The Foundations of Human Evolution is the subject- 
matter of the Condon Lectures delivered by Sir Wilfrid 
Le Gros Clark in the centenary year of the publication 
by Charles Darwin of the Origin of Species. In a series 
of short chapters he deals with the relationships between 
the different species within the order of primates, 
Starting with the relationship of man to anthropoid 
apes and leading eventually to a chapter dealing with 
the relationship of lemurs to tree-shrews. It ends by 


surveying the lineage of mankind in rapid conspectus. 
This short contribution is illustrated by beautiful line 
drawings depicting successive organizational levels of 
the evolutionary history of the primates. 

W. J. HAMILTON. 


GYNAECOLOGICAL DISORDERS 


Mazer and Israel's Diagnosis and Treatment of Menstrual 

Disorders and Sterility. By S. Leon Israel, M.D. Fourth 

edition. (Pp. 666+xii; illustrated. £6.) New York: Paul 

ng aed Inc. London: Pitman Medical Publishing Co., 
td, ° 


Six pounds is admittedly a lot of money to pay for a 
book dealing with apparently only one limited aspect 
of one specialty. In fact, however, Dr. Israel’s new 
edition covers a wide gynaecological field and is a 
splendid production deserving the attention of everyone 
seriously interested in gynaecology. It is of value to both 
the specialist and the general practitioner. The book 
is beautifully prepared and produced, and is a delight 
to handle and read. With few exceptions, the 147 
illustrations have been well chosen, and emphasize 
clearly the points in the text to which they refer. Parti- 
cularly good are those relating to clinical lesions, cyto- 
logy, and the higher magnification of endometrial 
patterns. One or two low-power views of the endo- 
metrium are disappointing. Strangely enough, the 
illustrations of uterosalpingography are for the most part 
disappointing, not in detail of reproduction but in selec- 
tion and description. For example, Fig. 108, which 
depicts a typical bilateral tuberculous salpingitis with 
nodular thickening and rigid segments, has none of these 
details described. It would appear from the caption 
that the diagnosis of tuberculosis was made later and not 
from the radiological picture. 

The section on artificial insemination is excellent. Not 
only are the necessary preliminary investigations clearly 
and ccncisely reviewed, but the important human 
problems intimately connected with this controversial 
procedure are sympathetically and wisely discussed. 
Another most useful chapter deals with breast hyper- 
plasia. A brief but clear account of the growth and 
physiology of the breast precedes a useful discussion of 
the abnormalities found in clinical practice and how 
they may be treated. 

If you can buy this edition on a departmental expense 
account you have no problem and should do so. If no 
such account is available perhaps a maiden aunt willing 
to give a handsome birthday present can be found. If 
you have neither an expense account nor a rich maiden 
aunt you will have to save the money and buy the book 
yourself, but even under these circumstances you would 
find it well worth while. 

J. STALLWORTHY. 


GROWTH IN NEWCASTLE 


Growing up in Newcastle upon Tyne. A Continuing Study 
of Health and Illness in Young Children Within Their 
‘amilies. By F.J. W. Miller, S. D. M. Court, W. S. Walton, 
and E.G. Knox. (Pp. 369+-xxi; illustrated. 25s.) London, 
New York, Toronto: Oxford University Press for the 
Nuffield Foundation. 
This is the second volume of a proposed trilogy dealing 
with the health and lives of the 1,142 infants born in 
Newcastle upon Tyne between May | and June 30, 1947. 
The study is the joint undertaking of the Department 
of Child Health of King’s College, the Health Com- 
mittee of Newcastle upon Tyne, and the Nuffield 
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Foundation. The first volume* dealt with sickness 
experience in the first year of life; the third proposes 
to deal with survivors from the age of 5 to 15 years. 

The present work describes the social environment, 
development, and health of those children, now reduced 
to 847 from deaths, removals, and withdrawals, 
observed continuously from birth to the age of 5. It 
is very well presented, piquantly though sparingly 
illustrated, and will be of special interest to the general 
practitioner, paediatrician, and those engaged in the 
public health services. However, its scope, importance, 
clarity, and the inclusion of a full glossary should 
ensure many non-medical readers. 

The book is divided into five main parts, the longest 
being devoted to morbidity among the group being 
studied. Facts are plentiful, but the text, which 
includes many clinical examples, is never allowed to 
become subservient to the figures. Tables and diagrams 
essential to the text are included; the rest of the 200 
or so excellent tables are relegated to comprehensive 
appendices. Everywhere emphasis is placed on the 
orientation of the child “ within the family,” and the 
conclusion that in only 47% of the cases is the 
environment wholly satisfactory will come as no 
surprise to experienced workers in this field, even 
allowing for the strict criteria of family perfection 
adopted. The authors have nowhere overstepped the 
bounds of legitimate inference, as, for example, they 
have refused to generalize from the results of their very 
incomplete ascertainment of accidents. Some of the 
groupings between which statistically significant differ- 
ences are established are subjectively chosen, but the 
group limits are carefully defined and rigidly adhered 
to. 

The authors, so well served by a team of field workers 
that less than 1% of the original families voluntarily 
left the survey, have not squandered the unique advan- 
tages offered by a longitudinal prospective survey. The 
complete study is likely to become a classic not only 
because of the present comparative paucity of adequate 
surveys in this field, but for its own considerable merit. 


P. FROGGATT. 
NINETEENTH ROSE AND CARLESS 


Rose and Carless: Manual of Surgery. Consulting editor: 
Sir Cecil Wakeley, Bt., K.B.E., C.B., LL.D D.Sc., 
F.R.C.S., F.R.S.E., F.A.C.S., F.R.A.C.S. Editors: Michael 
Harmer, M.A., M.B., B.Chir.(Cantab.), F.R.C.S., and Selwyn 
Taylor, M.A., D.M., M.Ch.(Oxon.), F.R.C.S. Assisted by 
15 contributors. Nineteenth edition. (Pp. 1,389+xv; 
illustrated. 84s.) London: Baillitre, Tindall and Cox. 1960. 


The first edition of Rose and Carless’s Surgery appeared 
in 1898, just three years after the tenth edition of 
Erichsen’s well-known work which had held the field 
for over forty years but was soon displaced by the new- 
comer. Soon after the first world war the task of 
editing fell on the capable shoulders of Sir Cecil Wakeley, 
who was for a time assisted by the late Mr. John Hunter. 
Now Sir Cecil, though acting as consultant editor, has 
handed the torch on to the next relay, Michael Harmer 
and Selwyn Taylor, and so the great work goes on. 

As a student I used an early edition of Rose and 
Carless and found it comprehensive, reliable, and 
sufficient for a university degree in surgery. Though 
surgical pathology and therapy have changed almost out 
of recognition during the past sixty years, the same state- 
meat can be made about the nineteenth edition of this 





*A Thousand Families in Newcastle upon Tyne, J. Spence, 
W. S. Walton, F. J. W. Miller, and S. D. M. Court. London: 
0.U.P. (1954), 


remarkable book, which, in spite of the competition of 
several excellent rivals, is still popular with students. It 
has indeed changed with the times, but it has preserved 
the same balanced outlook and kept up to date. 

There are twelve coloured plates and 91 illustrations, 
which are numbered separately for each chapter. For 
the convenience of the reader it might be well if to each 
chapter were appended the name of the contributor. We 
were glad to note the inclusion of short biographies of 
the original authors. 

ZACHARY COPE. 


THE BRAIN AND THE FUTURE 


International Review of Neurobiology. Vol. I. Edited by 

Carl C. Pfeiffer and John R. Smythies, with 14 Associate 

Editors. (Pp. 383+xii; illustrated. $10.) New York and 

London: Academic Press. 1959. 

It seems probable that research on the nervous system 
will constitute an important part of man’s endeavour 
during the next 50 years. Indeed, it is possible that the 
peoples who succeed most effectively in the art of living 
on this world will in the future be those who understand 
the brain best. This is a Somewhat disturbing possibility, 
for it would result in the study of the brain and the 
mind becoming a political matter. 

In this book several important subjects in this field are 
presented with authority, such as the importance of the 
rhinencephalon in behaviour and memory ; the various 
possible central transmitter substances ; and the possible 
explanation of electrical rhythms from the cortex. The 
effect of drugs on certain aspects of central nervous 
activity has contributed much to some understanding of 
various neuronal systems, and the psycho-physiology of 
vision plays an important role in these researches. For 
many (including the reviewer) some of these chapters are 
too difficult, but all will find something to stimulate 
thought about the human nervous system. 


W. RITCHIE RUSSELL. 


SCHIZOPHRENIA IN POLYSYLLABLES 


Schizophrenia, An Integrated Approach. Edited by Alfred 
Auerback,, M.D. (Pp. 224+viii. $5.50.) New York: 
Ronald Press Company. 1959. 


In May, 1958, several hundred American psychiatrists 
assembled amid a “lush verdant setting * in Hawaii to 
review the present state of our knowledge of schizo- 
phrenia. Contributions were made not only by 
psychiatrists but also by anthropologists, ethnologists, 
sociologists, biochemists, and neurophysiologists: with 
such a complex subject as schizophrenia this “ integrated 
multidisciplinary approach” is necessary to cover such 
complicated branches as the contributions of “ linguistic- 
kinesic methodologies” and the dynamics of treatment 
by “in-residence participation.” (The families show 
“ over-adequate—inadequate reciprocity ”’). 

Nine of the papers presented are published in this book 
but very little of the subsequent discussion is reported. 
The papers vary in quality and the relevance to the 
problem. Worden disarmingly opens his chapter “ The 
Neurophysiological Contributions to the Understanding 
of Schizophrenia ” with the remark: “ There is no neuro- 
physiological contribution to the understanding of 
schizophrenia,” and then contributes the longest chapter 
in the book, describing some ingenious but irrelevant 
Russian experiments, in the appropriate Dialectical 
Reflexology. 

There is a good summary of recent biochemical con- 
tributions, but perhaps the best chapter in the book is 
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the review of somatotherapies in schizophrenia. This 
gives a balanced appraisal of the present status of 
physical methods of treatment, and describes the decline 
of insulin-coma therapy, leucotomy, etc., since the 
introduction of the phenothiazine derivatives. 

This is an uneven book, but all in all it is a fair review 
of the progress which has been made in the last few 
years in our understanding of schizophrenia, marred 
only by a weakness most of the authors have for poly- 
syllabic communicational patterns of units. 

A. W. BEARD. 


THE FATHER WILLIAM METHOD 


Medical Discoveries: Who and When. By J. E. Schmidt, 
Ph.B.S., M.D., Litt.D. (Pp. 555+ix. £5 18s.) Springfield, 
Illinois: Charles C. Thomas. Oxford: Blackwell Scientific 
Publications. 1959. 


In order the more fully to appreciate a view artists turn 
away from it, and, bending down, look at it between 
their legs. The author, who is President of the 
American Society of Grammatolators and Chairman 
of the National Association of Standard Medical 
Vocabulary, applies this device to lexicography. In 
1958 he published Reversicon : A Medical Word Finder, 
in which he provided a classical term for every conceiv- 
able phenomenon. He now applies the device of 
inversion to medical discoveries, having in the few 
intervening months published three other books—a feat 
that rivals Handel’s composition of Messiah in 21 days. 

Discovery in medicine and the allied sciences, 
including “ opticianry,” is split up into over 6,000 dis- 
connected units. These are arranged alphabetically 
according to the subject, each entry giving in 20 to 60 
words the name, nationality, and occupation of the 
discoverer, the year of his birth, his death, and the 
publication of his discovery. The book abounds in 
cross-reference and repetition. In most instances the 
headings, many of which are complicated, are repeated 
in the descriptions that follow; in many instances 
descriptions are repeated word for word under 
different headings. Shorn of these excrescences, the 
book, which weighs 3 Ib., would be reduced to at least 
a quarter of its size. The author makes a great feature 
of eponyms, but he is not always consistent. 
Adiposogenital dystrophy is called Fréhlich’s syndrome 
in one entry and Babinski-Fréhlich’s disease and 
syndrome in the next. Nor is his spelling consistent. 
He sometimes writes “ancylo-” 4nd sometimes 
* ankylo-.” 

By his minute and mutilating dissection—there are 
25 entries on syphilis and 37 on vitamins—Dr. Schmidt 
has shorn medical discovery of all its glory and 
inspiration as effectively as Delilah sheared Samson of 
his strength. He gives no conception of the relation 
between different investigations, the steps in the 
conquest of error and ignorance, or the gradual widen- 
ing of the intellectual horizon. His book is suitable only 
for candidates in a 64,000-dollar quiz. The device of 
inversion has its limitations ; the looking-glass must be 
used with restraint in lexicography no less than in 
fashion. I assure him that { intend no offence when I 
ask him the question that was asked of Father William: 

“And yet you incessantly stand on your head. 
Do you think, at your age, it is right ? ” 

Dr. Schmidt says he found the compilation exhaust- 

ing. One can well believe it. His ingenuity and industry 


are worthy of a better cause. Ere anccon ROBERTS 


BOOKS RECEIVED 


Review is not precluded by notice here of books recently received. 


Alcohol Education for the Layman. A Bibliography. Selected 
and annotated by Margaret E. Monroe and Jean Stewart. 
(Pp. 166+ viii. 40s.) London: Mark Paterson for Rutgers 
University Press. 1960. 


The Place of Physiology in University Education. By J. A. B. 
Gray. An Inaugural Lecture delivered at University College 
London on February 23, 1960. (Pp. 16. 2s. 6d.) London: 
H. K. Lewis and Co., Ltd. 1960. 


Electrocardiographic Techniques. A Manual for Physicians, 
Nurses, and Technicians. By Kurt Schnitzer, M.D. Second 
revised edition. (Pp. 109+xii; illustrated. $4.75.) New York 
and London: Grune and Stratton. 1960. 


Die Pharmakologische Beeinflussung der Kapillarresistenz 
und threr Regulations-mechanismen. By Dr. M. Gabor. 
(Pp. 99; illustrated.) Budapest: Publishing House of the 
Hungarian Academy of Sciences. 1960. 


Cardiopulmonary Hemodynamics in Chronic Lung Disease 
with Special Reference to Pulmonary Tuberculosis. Cardiac 
Catheterization Studies at Rest and on Exercise. By Carsten 
Miller. (Pp. 371. Illustrated.) Oslo University Press. 1959. 


Active Alerted Posture. By W. E. Tucker, C.V.O., M.B.E., 
T.D., M.A., M.B., B.Ch., F.R.C.S. (Pp. 64+viii; illustrated. 
10s. 6d.) Edinburgh and London: E. and S. Livingstone, Ltd. 
1960. 


Introduction to Health Statistics. For the Use of Health 
Officers, Students, Public Health and Social Workers, etc. 
By Satya Swaroop, M.A., Ph.D., M.P.H., F.N.I. (Pp. 343+-xix; 
illustrated. 40s.) Edinburgh and London: E. and S. Livingstone, 
Ltd. 1960. 


The Collected Papers of Paul Ehrlich. Compiled and edited 
by F. Himmelweit, M.D., Ph.D., F.R.C.P.Ed., with the assistance 
of the late Martha Marquardt. Under the editorial direction of 
Sir Henry Dale, O.M., G.B.E., F.R.S., M.D., F.R.C.P. Volume 
Il: Immunology and Cancer Research. (Pp. 562+-viii; illus- 
trated. £8.; London, New York, Paris: Pergamon Press. 1960. 


Shaw's Textbook of Operative Gynaecology. Revised by John 
Howkins, M.D., M.S.(Lond.), F.R.C.S.(Eng.), F.R.C.O.G. 
Second edition. (Pp. 484+viii; illustrated. £5 5s.) Edinburgh 
and London: E. and §S, Livingstone, Ltd. 1969. 


Klinische Chirurgie fiir die Praxis. Volume III, Part 1. 
Edited by Professor Dr. O. Diebold, Professor Dr. H. Junghanns, 
and Professor Dr. L. Zukschwerdt. (Pp. 147; illustrated. 
DM. 28.) Stuttgart: Georg Thieme Verlag. 1960. 


Oeil et Virus: Viroses Oculaires. Manifestations Ophtalmo- 
logiques des Maladies Générales a Virus. By Roger Nataf, 
Pierre Lépine, and Georges Bonamour. (Pp. 1,024; illustrated. 
NF. 140.) Paris: Masson et Cie. 1960. 


Neuropharmacology. Transactions of the Fifth Conference, 
May 27-29, 1959, Princeton, N.J. Edited by Harold A. 
Abramson, M.D. (Pp. 251; illustrated. $6.) New York: Josiah 
Macy, Jr., Foundation. 1960. 


Ergebnisse der Bluttransfusionsforschung. Patt V. Bericht 
der 8 Tagung der Deutschen Gesellschaft fiir Bluttransfusion 
in Salzburg, September 21-23, 1999. Edited by Dr. H. 
Baumann. (Pp. 257; illustraied, Sw. fr. 36.) Basle, New York: 
S. Karger. 1960. 


Dew Line Doctor. By Gareth Howard. (Pp. 191; illustrated. 
18s.) London: Robert Hale, Ltd. 1966. 


Polysaccharides of Micro-Organisms. By M. Stacey, F.R.S., 
and S. A. Barker. (Pp. 228+ix; illustrated. 30s.) Oxford: 
Clarendon Press, Oxford University Press. 1960. 


Measurement of Subjective Responses. Quantitative Effects 
of Drugs. By Henry K. Beecher, M.D. (Pp. 494+xvi. £5 2s.) 
New York and London: Oxford University Press. 1960. 


Bartje, My Son. The Story of a Mentally Handicapped Child 
to Whom I Will be Grateful All My Life. By Nel van Houten. 
(Pp. 80; illustrated. 10s. 6d.) London: Hodder and Stoughton, 
1960. 

Bibliography of Medical Ex Libris Literature. By Samuel X. 
Radbill, M.D. (Pp. 40; illustrated. $4.50.) Los Angeles: 
Hilprand Press. 1951. 

Life’s Long Journey. By Kenneth Walker. (Pp. 191. 2ls.) 
London: Victor Gollancz Ltd, 1960. 
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SCHOOL PHOBIA 


The term “school phobia” denotes the child’s 
refusal to go to school. This is distinct from somatic 
symptoms such as vomiting, headache, and 
abdominal pain experienced by children on school 
mornings, and it is distinguished from truancy by the 
fact that the truant child conceals his absence from 
school from both teachers and parents, while the 
child with school phobia openly refuses to go to 
school. 

Numerous studies have shown that the term 
“school phobia” is a misnomer, in that the real 
trouble is not fear of school but fear of separation 
from the parents, and that it is really a form of 
separation anxiety. There is a remarkable extent of 
agreement between different workers’ ** on its causes, 
and below is a composite picture of the 
background of the problem built up from the papers 
cited. There is no particular social incidence. It 
occurs at any age, from the time of entering school 
to early adolescence. The child most likely to be 
involved is the only one, or a child born many years 
after his siblings. J. P. Nursten’ found a high 
incidence of prolonged separation from parents in 
early years. The child is usually above the average in 
intelligence, but tends to be timid, sensitive, spoilt, 
and to show other fears and fear reactions, such as 
night terrors. The mothers tend to be indulgent, 
overprotective and overanxious. They are incon- 
sistent, vacillating between bribes and _ threats, 
smacking and cuddling. They tend to have few 
interests outside the family, and to have few friends. 
Most of the mothers feel inadequate in their maternal 
role. They mostly had unsatisfactory relationships 
with their own mothers, and an unhappy childhood. 
The fathers tend to be submissive, ineffective, weak 
characters, with little interest in their children. The 
parents tend to have been unduly dependent on their 
own parents. A: A. Paulsen® described the mothers 








“1 Kanner, L., Child Psychiatry, 1957, 57, 3rd. c Springfield. 
2 Warren, W., Arch. Dis. Childh., 1948, 23, 266. 

3 Paulsen, A. ‘A., Amer. J. Orthopsychiat-. 1957, 27, 286. 

4 Waldfogel, - » Coolidge, J.C., and Hahn, P.B  ibid., 1957, 27, 754, 
5 Eisenberg, L., Amer. J. Psychiat., 1958, 114, 712. 

* Kahn, J. H., Med. Offr, 1958, 100, 337. 

7 Nursten, J. P., ibid., 1958, 1 06, 340. 

* Model, A., and She: nt , ibid., 1958, 100, 39. 

* Eisenberg, L., J. Pediat, 1959, 55, 758. 

1° Glaser, K., Pediatrics, 1959, 23, 371. 

11 Morgan, G. A. , aa Med. Offr, 1959, 102, 221. 

23 Apley, J., Philips, M., and Westmacott, 1., Brit. med. J., 1960, 1, 191. 


as being “ dominated by their own children, as they 
were by their own mothers.” The mother wants the 
child’s company, yet wants him to overcome his 
fears. The child senses that she wants him to stay at 
home, or would let him if he had any symptoms such 
as abdominal pain. She may already have kept him 
at home for prolonged periods after simple infections, 
such as colds, or because the weather was too cold 
or damp, or because he was upset after some 
punishment. She offers uncalled-for reassurances 
when he goes to school, with the “ Will you be all 
right, Jack ? ” attitude. 

The child may dislike school because of bullying, 
teasing for obesity, comments about dirty or poor 
clothes, poor performances at games, a fear that he 
cannot live up to his teachers’ or his parents’ 
expectations, or because of the use of ridicule or 
sarcasm or discouragement instead of encouragement 
by his teacher. It may be due to dislike of undressing 
for a shower. Part of the trouble may be due to 
frequent absences from school for infections—often 
trivial ones, leading to his dropping behind in work. 
His dislikes are encouraged by his parents, who are 
always ready to blame the school for everything ; 
they show excessive sympathy with him in his 
laments. The final breakdown is occasioned usually 
by an absence from school on account of illness, or a 
change of school, change of home, the birth of a 
sibling, or an illness in the parents. When the time 
comes for school, he then digs his heels in and flatly 
refuses to go. 

The problem is thus a complex one, depending on 
the interaction of the child’s personality, which is 
partly inherited and partly engendered by his 
environment, with the personality and attitudes of 
his parents (and therefore in part ultimately on the 
attitudes of his grandparents), and sometimes with 
the attitudes and personalities of schoolmates and 
teachers. It is clearly wrong to blame the mother for 
the whole thing. It is a much deeper and more 
complicated problem. 

The treatment can be a matter of great difficulty, 
and with each day’s absence from school it becomes 
more difficult. The worst thing which a family 
doctor can do is to give permission for the child to 
stay at home until such time as a psychiatrist can see 
him, for the sooner he is back at school the better. 
Treatment is a matter of urgency. Child-guidance 
clinics tend to be so cluttered up with simple cases 
referred by school medical officers, which would have 
been perfectly well dealt with by a paediatrician, '* that 
they have a long waiting-list, and may be unable to 
deal promptly with really urgent cases such as 
children with school phobia. This is unfortunate, 
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because successful treatment depends on team-work 
—by the family doctor, who can do much in the 
home from his knowledge of the background there, 
the paediatrician or psychiatrist, the school medical 
officer, and the child-guidance clinic. The 
paediatrician may well be able to deal with the 
younger child, who has been absent from school for 
only two or three days ; but the child who has been 
off schoo] because of school phobia for three or four 
weeks or more, or the young adolescent, whose 
problems are apt to be deeper than those of the young 
child, is best referred to the child-psychiatrist. 

The aim of treatment is to get the child back to 
school, and to wean child and mother from excessive 
dependence on each other. J. H. Kahn* remarked 
that punishment nearly always fails, and it increases 
both the tension between parent and child and the 
child’s feeling of insecurity. It is useless and indeed 
harmful to blame the mother: she has done her best 
for the child, and she cannot be blamed for her own 
parents’ attitudes and mismanagement. The aim is 
to obtain her help in getting him to school, but she 
must be led to understand the vital part which she 
has played in the problem, particularly, to use L. 
Kanner’s term,’ in giving the child “ smother love ” 
instead of mother love. Every effort must be made 
to build up the child’s feeling of security, and to boost 
his ego. 

In the experience of most a change of school is 
rarely useful, though it must be remembered that it 
is difficult for a child to face the remarks of his 
schoolmates and his teachers, and to rejoin his class 
after dropping behind as a result of missing work. 
A head teacher may refuse to take such a child back, 
and in that case a new start at another school may be 
necessary. It is doubtful whether it is desirable, as 
some have suggested, to allow a mother to sit in 
class with him for a time. Ultimately, if it is felt 
that the home background is going to remain 
unsatisfactory, it may be better for him to go to a 
boarding-school, if the parents can afford it. 








TREATING TUBERCULOSIS FROM 
LIMITED RESOURCES 


It is generally considered that tuberculosis is so 
nearly under control in Great Britain and in most 
other Western countries that in them the eradication 
of the disease is a reasonable objective for - the 
immediate, or at least foreseeable, future. In the 
final stage of this eradication, the management of the 
individual case by the most scrupulous (and expen- 
sive) application of all available methods is of great 


importance, for only thus can the last remaining 
sources of infection be removed ; and the countries 


which have reached this stage have, in general, the 
financial resources to apply these methods to all 
known cases. Moreover, they have had available for 
many years antituberculosis services integrating 
facilities for treatment with preventive measures 
directed towards early case-finding, segregation of 
infectious patients, examination of contacts, dis- 
covery of sources of infection, and education of 
patients, their families, and the public. Until 10 or 
12 years ago treatment was the weakest point of such 
services, for it was uncertain and slow in its effect, 
especially in controlling infectivity. Thus the dis- 
covery of chemotherapeutic agents, and the elabora- 
tion by controlled clinical trials of ways of using 
them effectively, reinforced these integrated anti- 
tuberculosis services at their weakest point. 
Consequently there has been a great increase in the 
rate of fall of the death-rate from tuberculosis, which, 
presumably because of the preventive measures 
already being applied, was already falling slowly. 
But, as Professor John Crofton’ recently remarked, 
even in economically developed countries the elimi- 
nation of tuberculosis could be proceeding more 
quickly if present knowledge was more extensively 
applied. 

Less favoured communities, which have no 
integrated system of clinics, hospitals, and preventive 
services, are now faced with the difficult question of 
how best to spend the small proportion of their 
limited resources which can be allocated to the con- 
trol of tuberculosis. Should they spend their money 
on antituberculosis drugs to be used on the widest 
possible scale, if necessary for patients who remain 
in their own homes? Or would this policy lead to 
such difficulties in the long run that they would be 
better advised to use at least part of their resources 
to provide the facilities for isolation of patients under 
treatment ? This question cannot be answered 
without comparing the probable results to the 
individual patient, and to those in contact with him, 
of treatment by antituberculosis drugs in his own 
home with the results of treatment in isolation. And 
this assessment cannot be made without information 
on a number of diverse points. These include the 
relative efficacy of treatment at home and in isolation 
in controlling the infectivity of the individual 
patient ; the practicability of inducing patients in 
their own homes to accept and co-operate in long- 
term drug treatment ; the relative rates of emergence 
of resistant bacilli among those treated at home and 
in isolation ; the incidence of infection and disease 
among the contacts of these two groups ; and, among 
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those thus infected, the incidence of infection with 
drug-resistant bacilli. 

It was with the object of obtaining this sort of 
information that in 1956 a Tuberculosis Chemo- 
therapy Centre was set up in Madras under the joint 
auspices of the Indian Council of Medical Research, 
the Madras State Government, the World Health 
Organization, and the British Medical Research 
Council. The first report from this centre on a 
comparative study of patients treated in their own 
homes and in a sanatorium has recently been 
published. It deals principally with the relative 
clinical effects of treatment in the two groups, with 
special reference to the extent to which infectivity 
can be reduced by standard chemotherapy at 
home. 

From September, 1956, to September, 1957, by a 
random methcd 96 patients were allocated to home 
treatment and 97 to treatment in a sanatorium. 
Both groups were given oral chemotherapy for one 
year with isoniazid 200 mg. and sodium para- 
aminosalicylate (P.A.S.) 10 g. daily, these doses being 
reduced for patients weighing less than 100 Ib. (45 
kg.). Bacilli isolated from sputum obtained before 
treatment were found to be resistant to isoniazid in 
3.6% of patients, to P.A.S. in 2.6%, and to strepto- 
mycin in 2.2%. After exclusions on account oi 
bacilli initially insensitive to isoniazid or P.AS., 
prolonged previous chemotherapy, and failure to 
follow the allocated regime, there remained the 
records of 82 home and 81 sanatorium patients for 
analysis. In spite of the random allocation, the 
patients treated at home, and especially the females 
among them, were found to have had rather more 
severe disease initially than those treated in a 
sanatorium. Among the males, the bacteriological 
and radiological response of the two groups was very 
similar, though the sanatorium-treated gained more 
weight. At the end of 12 months 9%, of 44 home 
and 10% of 48 sanatorium patients still gave positive 
cultures, but the proportion among these which were 
shown to be resistant to isoniazid was higher in the 
home group. Because of greater differences between 
the home- and sanatorium-treated female groups, 
differences in the findings at 12 months were more 
difficult to interpret ; it was estimated that 24% of 
33 home and 3%, of 31 sanatorium patients still had 
active disease bacteriologically. An attempt was 
made to allow for initial differences between the two 
groups by statistical standardization of results ; this 
suggested that patients of both sexes treated at home 
and in a sanatorium with similar initial lesions showed 


1 Brit. med. J., 1960, 2,679. 
2 Tuberculosis Chemotherapy Centre, Madras, Bul’. Wid Hith Org., 1959, 
| aes 





similar responses as judged radiographically, but 
females treated at home still showed a disadvantage 
bacteriologically. Self-administration of the drugs 
(given in combined cachets) was checked by urine 
tests and by counts of the stock of cachets. Though 
the report notes difficulty in persuading patients 
treated at home to take their drugs regularly, among 
47 male patients 35 (75%) had fewer than 5% of 
negative urine tests for P.A.S., and only 1 (2%) had 
more than 10%. Among the 33 females, more 
irregularity in taking the drugs was found, only 20 
(60%) having fewer than 5%, while 6 (18%) had 
more than 10% of negative tests. The report gives 
detailed information about the extremely low 
economic status of the patients, even by Indian 
standards, with consequently low standards of 
nutrition and housing. This gave the sanatorium 
patients a nutritional advantage. Major social prob- 
lems arose in the families of 20 of the 97 sanatorium 
patients, whereas problems of this sort, but generally 
less serious, occurred in the families of only eight of 
the home patients. Treatment was terminated or 
interrupted by premature discharge from the sana- 
torium of 12 patients, while only one of the home 
patients discharged himself from treatment. 

Further reports from this centre will be awaited 
with interest, especially the promised account of 
infection among contacts with special reference to 
drug resistance. It is to be hoped that the practic- 
ability and relative efficacy of other regimes of 
chemotherapy will be investigated. The authors 
conclude that “the results of domiciliary chemo- 
therapy, as carried out in this study, approach 
sufficiently closely the results of sanatorium treat- 
ment to suggest that it is appropriate to treat the 
majority of patients at home.” But as_ they 
themselves recognize, the results were obtained with 
a large staff, both medical and ancillary, an unlimited 
supply of drugs, transport, and hospital beds avail- 
able for the treatment of intercurrent disease ; and 
in a city where an antituberculosis organization 
already existed. The present report is long, but fully 
repays careful study. It certainly should be read by 
all who have been lulled into complacency about 
tuberculosis by falling death-rates in their own 
countries, for it makes it clear that there is no easy 
solution to the world problem of tuberculosis. And 
the tubercle bacillus is no respecter of political 
boundaries, so that improper treatment leading to a 
dangerously high incidence of drug-resistant infec- 
tions in some parts of the world may mean the 
indefinite persistence of tuberculosis in the world 
instead of its ultimate eradication. 
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DEFECTIVE PERISTALSIS 


Clinical disorders of intestinal motility are rare and 
ill understood, and they draw attention to our ignorance 
of the control of peristalsis in health and disease. These 
problems are well illustrated by a report of a hitherto 
undescribed syndrome characterized by bouts of 
intestinal pseudo-obstruction with steatorrhoea.. A 
36-year-old man gave a long history of colicky 
abdominal pain and distension accompanied by fatty 
diarrhoea and loss of weight. Bouts of intestinal 
pseudo-obstruction developed, requiring his admission 
to hospital. No obvious organic cause of them was 
found at laparotomy save that the intestine was 
reddened, its wall thickened, and its motility appeared 
grossly deranged. Vigorous ineffective segmentation 
movements were seen at operation, and biopsy of the 
jejunal wall showed thickening of the inner muscular 
layer; many of the individual muscle fibres were 
vacuolated. Little improvement followed restriction of 
dietary gluten and steroid therapy. The patient 
continued to have periodic bouts of intestinal distension 
accompanied by loud peristaltic activity, but rarely 
required aspiration and intravenous hydration for 
pseudo-obstruction. 

The authors of this report were unable to find any 
exactly similar syndrome in a review of obstructive 
symptoms with  steatorrhoea. Ileus _ requiring 
laparotomy has been’ reported in _ idiopathic 
steatorrhoea,?_ symptoms sometimes improving after 
replacement of potassium. Obstructive symptoms have 
been ascribed to “spastic ileus” when no mechanical 
obstruction has been found at operation.* In two other 
patients‘ > comparable disturbances of motility and 
obstructive symptoms developed in association with 
organic neurological disease, one patient’ showing 
somewhat similar hypertrophy of the inner muscular 
wall of the jejunum. 

In trying to find an explanation for the increased yet 
ineffective peristaltic activity observed in their own and 
in other reported cases Naish and colleagues first 
postulated a derangement of motility allied to 
congenital megacolon or cardiospasm, in which an inert 
segment of bowel or an achalasia of the ileocaecal 
valve was impeding peristalsis. These were considered 
unlikely because of the negative findings at operation, 
the preservation of normal ganglion cells in the 
intestinal wall, and the fact that increased peristalsis is 
not a feature of this group of conditions. Hormonally 
induced hyperperistalsis is a feature both of the 
carcinoid syndrome and of the Zollinger—Ellison 
syndrome,® 7 but these conditions seemed unlikely in 
view of a normal urinary output of serotonin and lack 





1 Naish, J. M., Capper, W. M., and Brown, N. J., Gut, 1960, 1, 62. 

2 Cooke, W. T., Peeney, A. L. P., and Hawkins, C. F., Quart. J. Med., 1953, 
22, 59. 

* Dudley, H. A. F., Sinclair, I. S. R., McLaren, I. F., McNair, T. J., and 
Newsam, J. E., J. roy. Coll. Surg. Edinb., 1958, 3, 206. 

‘Murley, R. S., Proc. roy. Soc. Med., 1959, 52, 479. 

5 Stevenson, L., personal communication, cited in Naish, J. M., et al., Gut, 
1960, 1, 65. 

* Zollinger, R. M., and Ellison, E. H., Ann. Surg., 1955, 142, 709. 

*Summerskill, W. H. J., Lancet, 1959, 1, 120. 





of any evidence of gastric hypersecretion. The fact that 
two of the reported cases had organic neurological 
diseases and that similar intestinal movements are 
observed under spinal anaesthesia led to the conjecture 
that some denervation of the central connexions of the 
autonomic nerve fibres supplying the gut had removed 
their inhibiting control of intestinal motility. This 
unusual case will stimulate thought on the mechanisms 
controlling the peristaltic process, which is, fortunately, 
so trouble-free in most of us. 


SECOND GROWTH OF STUDENT HEALTH 
SERVICES 


The report? of the eleventh conference of the British 
Student Health Officers has recently been issued. Like 
its predecessor a year before, it is a handsomely bound 
volume whose very solidity bespeaks the fact that the 
Association has now become firmly established as a 
professional body. 

After the war, with characteristic foresight, the 
Nuffield Provincial Hospitals Trust started a pump- 
priming operation. It set up a student health centre 


_ attached to the Institute of Social Medicine at Oxford, 


and it sponsored three successive annual conferences on 
student health (at the last of which the British Student 
Health Officers’ Association was born). What has 
come from this munificence ? The growth was, rich 
and rapid. In the post-war climate of “ social medicine ” 
and “ positive health,” British universities, particularly 
those in the provinces, set up or greatly expanded their 
health services, all providing prophylactic facilities with 
routine medical examinations, and some providing 
clinical care as well, in part under the N.H.S. Not only 
was much good field work accomplished, but there was 
a steady output of scientific publications—on anthropo- 
metry, on suicides, on B.C.G. and early tuberculosis, 
and on the psychiatric problems of the student. But 
first growths do not always take fully. At Oxford, when 
the Nuffield Foundation finished their support, Con- 
vocation declined to take it over, and the unit closed. 
At Cambridge and at Bristol reductions in the earlier 
scope of services are apparently pending. Many of the 
universities and colleges which did not at first set up 
services, but which were expected to follow suit later, 
continued to hold back. 

This check in development may weli reflect the 
consequences of doing the right thing for the wrong 
reasons, and thence the transitory disillusion that 
follows the collapse of an invalid premise. As we have 
observed before,? the ideas of positive health and of 
disease prevention by the routine medical examination 
of young adolescents may have been something of a 
chimera. The facets of a student health service that 
have proved to be the most important are those of the 





1 Student Health in British Universities and Medical Schools, Report of the 
Eleventh Conference of the British Student Health Officers’ Association, 
held at Sheffield, July, 1959. 

2 Brit. med. J., 1956, 2, 520. 

3 Progress Report on Student Health Services, Royal College of Physicians 
of London (Social and Preventive Medicine Committee), 1953. 
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clinical facilities, particularly the psychiatric facilities 
(and here we do not mean psychiatric in the sense of 
handling mental disease but in the sense of helping a 
proportion of the students, essentially healthy, to cope 
with their inevitable growing-up problems at the same 
time as meeting the heavy demands a university course 
puts upon them). Many of the prophylactic services, 
particularly routine examinations, on which the first 
growth was based, can now claim few adherents for 
their retention, let alone their extension to other 
university institutions. 

But a second growth is perceptible. Some of the 
schools of London University, tartly described as “ the 
laggards” in a Royal College of Physicians’ report,* 
are now making a cautious entry into the field. The 
London School of Economics is employing a full-time 
psychiatrist to help students with their problems. The 
Institute of Education likewise employs a part-time 
psychiatrist: it would seem particularly important to 
help embryo teachers with pressing personal difficulties 
before they have charge of growing children. The 
School of African and Oriental Studies has opened a 
full-scale comprehensive service modelled on that at 
University College. Birkbeck College is making an 
experimental start for its evening students. Imperial 
College is steadily expanding a service from small 
beginnings and has set up a new student health centre 
with a sick-bay near its student hostel. In Oxford and 
Cambridge, though the universities themselves have not 
moved greatly, the hospital services, by the provision of 
psychiatric facilities easily available to students, have 
shown themselves aware of the problem. It is not easy 
to prognosticate, but the second growth, being based 
upon demonstrated need, may prove even more 
substantial than the first. 


HANDICAPPED YOUTH 


In a survey of 408 young people who had left schools 
for physically handicapped children during the years 
1945-8, Professor Thomas Ferguson and his colleagues! 
found that about 19°% were unemployed at the time of 
the survey and about 7%, had not worked since leaving 
school. Over 40%, of those in civilian employment were 
unskilled manual workers. Such findings are obviously 
disquieting for personal, social, and economic 
reasons. To take a detailed and continuing interest in 
a handicapped child during school years, but not after- 
wards, is to meet only half of the need. The longer the 
period of drifting the more difficult do these young 
people find it to settle down into a permanent job. 
Professor Ferguson’s studies disclosed five factors 
which diminished the chances of a handicapped person 
obtaining stable employment. These were poor living 
conditions, particularly housing, failure to use all 
medical resources, gross educational shortcomings, lack 
of suitable advice on leaving school, and insufficient 
training courses for disabled young people. In further 
surveys Professor Ferguson and Agnes Kerr? have 


attempted to assess the effect of advising and super- 
vising some handicapped school-leavers in Glasgow, 
After a pilot survey concerned with 121 young people 
with cardiac disorders, two further groups, one of 158 
young people with cardiac disabilities and one of 296 
young people with other handicaps, were studied. All 
these young people were seen by an interviewing panel 
consisting, in the case of the young people with cardiac 
disease, of the cardiologist to the school health service, 
the regional medical consultant to the Ministry of 
Labour, the youth employment officer, the welfare 
officer of the city health service, and Professor 
Ferguson, who acted as chairman. The young person’s 
preference in the way of a job was ascertained and if 
possible approved; if not, other possibilities were 
suggested until.agreement was reached on a type of work 
acceptable to all concerned. 

An experienced social worker also attended the case 
conference and made regular visits during the first few 
months to the homes of the young people to see that 
they had not moved to an unsuitable job. They were 
also visited two years after leaving school to see how 
they had fared. 

Comparing the experience of the last two groups with 
that of the pilot survey and the previous investigation 
carried out in 1945-8, Professor Ferguson and his col- 
leagues noted only some success with the cardiac cripples. 
“In the unaided groups fully 25% had lost more than 
one-quarter of their working time since they left school ; 
in the later series now reported, the corresponding 
figure was 18%. When the studies were made, 16% of 
the original group of ‘cardiacs’ were unemployed, 
against 7% in the later series; and 49% were in semi- 
skilled or unskilled jobs, as against 27%.” Little 
improvement was seen in the other group. The authors 
find this is disappointing, but it is difficult with the 
information they have published to assess their findings. 
The relationship of the disability to the employment 
position two years after leaving school is only briefly 
touched on, and it may be that the procedure described 
was more helpful with certain categories of disabled 
young people than with others. Like so much research 
work, these studies present further problems for 
investigation. Would the employment of fully qualified 
medical social workers within the school health service 
to advise and help the handicapped child and his family 
before leaving school be more effective ? Should the 
special schools pay more attention to a gradual with- 
drawal of help during a handicapped child’s last year 
at school ? Why are some disabilities more difficult to 
cope with than others ? Can we, in fact, expect to be 
able to find employment for all disabled people (at 
present 12% of all registered disabled people are 
unemployed)? Or is it that disability overwhelms 
certain types of personality ? 

Professor Ferguson and his colleagues have now 
successfully drawn attention to the problems of young 





1 Ferguson, T., MacPhail, A. N., McVean, M. I., Employment Problems 
of Disabled Youth in Glasgow, Medical Research Council Memorandum 
No. 28, 1952. H.M.S.O., London. 

2 ——~ and Kerr, Agnes W., Handicapped Youth, 1960. Published for the 
Nuffield Foundation by the Oxford University Press. Price 15s. net. 
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disabled people, and although the validity of some of 
their comparisons may be questioned the basic 
observations they have made are a challenge to the 
medical and social services. Included in their recent 
publication are some interesting details about children 
who had left special schools for the mentally 
handicapped. Thus 26.6% of the girls were married by 
the age of 22 and 7.9% of the unmarried girls had had 
children (compared with 6% in the general population). 
Of the boys, 32% were married, 35% had been con- 
victed on one or more occasions, but, surprisingly, 8% 
of the boys were in skilled employment and 16% in 
semi-skilled work. More of this type of factual 
information is needed if the medical and social services 
are to be administered both economically and in the 
interests of the patient. 


PRIMARY NEOPLASMS OF LIVER 
IN CHILDREN 


Primary neoplasms of the liver are not among the 
common tumours of early life, but are not exceedingly 
rare. R.G. Shorter and colleagues! found in the 
records of the Mayo Clinic from 1905 to 1958 only 11 
cases of primary hepatic carcinoma in patients less 
than 16 years of age. However, H. W. Clatsworthy and 
colleagues? recently reported 15 cases of primary 
hepatic tumour, including 10 of hepatoma, diagnosed at 
the Columbus Children’s Hospital in nine years from 
1950 to 1958. These authors classify the tumours in 
three groups: tumours of hepatic-cell origin ; tumours 
of supporting structures; and mixed tumours and 
teratomata. Shorter and colleagues confine their 
observations to primary carcinoma, but include mixed 
tumours in that category. This accords with the 
opinion of R. A. Willis,* who regards as embryonic 
hepatoblastoma both the purely epithelial carcinoma 
and the mixed tumours in which the mesoblastic 
elements also are neoplastic and may include aberrant 
tissues such as striated muscle, cartilage, and bone. 
True teratoma of the liver is very rare. The tumours of 
supporting structures include fibroma, haemangioma, 
lymphangioma, and mesenchymoma. Except the last, 
these are usually benign, but the angiomata may be 
large or multiple and may have lethal effects. All 
these are rare. 

The commonest primary neoplasm of the liver in 
infancy’ and childhood is the malignant hepatoma or 
hepatoblastoma. It is included by Willis in the group 
of true embryonic tumours. It occurs most often in the 
first two years of life. A considerable proportion of 
the cases are in infants less than 1 year old. It is 
rare in older children. It occupies and destroys one 
hepatic lobe and may invade the other by intrahepatic 
metastasis. Histologically it is composed of epithelial 


1 Shorter, R. G., Baggenstoss, A. H., Logan, G. B., and Hallenbeck, G. A., 
Pediatrics, 1960, 25, 191. 

2 Clatworthy, H. W., jun., Boles, E. T., jun., and Newton, W. A., Arch. 
Dis. Childh., 1960, 35, 22. 

3 Willis, R. A., Pathology of Tumours, 1953, 2nd ed. London, 
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cells recognizable as hepatic cells, often well differen- 
tiated and arranged in columns or acini; but the less 
differentiated examples show remarkable  pleo- 
morphism and irregularity of pattern. Sometimes 
bile-duct structures are included. The mixed type, with 
sarcomatous stroma and aberrant tissues such as 
muscle, bone, and cartilage, is less common than the 
purely epithelial type. The tumours are usually highly 
malignant even when well differentiated and grow 
rapidly. Distant metastasis is chiefly to the lungs. 

The embryonic hepatoblastoma of early life differs 
from the primary hepatic carcinoma of adults in having 
no association with cirrhosis. Hepatic carcinoma of 
adult type is met with in children in those countries in 
which childhood cirrhosis is common—for example, in 
parts of India—but it is extremely rare elsewhere. 

For treatment it is now possible to excise a lobe 
of the liver, so that when the tumour is confined to one 
lobe removal by lobectomy is the procedure of choice. 
If the tumour is benign this can result in cure and the 
child’s subsequent growth and development may be 
normal. The results of surgery in malignant cases has 
so far not been encouraging. All too often the tumour 
is inoperable or has metastasized when the child is first 
seen by a surgeon. Radiotherapy may be successful 
in the treatment of haemangioma. It can cause 
regression of a malignant hepatoblastoma but is 
unlikely to achieve a cure. The period of survival is 
usually less than a year from the time of enset. 


AN URGENT NECESSITY 


The accounts of the Royal Medical Benevolent Fund 
presented at the annual meeting last week showed that 
the whole of the annual income of the Fund had been 
expended except for a trifling surplus of £7. This is 
plainly much too small a margin, and, as Dr. T. Anwyl- 
Davies, the honorary secretary of the Fund, writes in 
his report, there is an urgent need for new subscribers. 
This is an appeal which no doctor should ignore, for the 
assistance given by the Fund is not restricted to 
subscribers but applies impartially to the whole medical 
profession, and to the wives, widows, and children of 
doctors. Circumstances beyond individual control may 
bring calamitous financial disaster overnight, and the 
work which the R.M.B.F. does to mitigate the 
consequences of such disaster is beyond praise. 
Unfortunately income does not keep pace with needs. 
A total of £31,705 was disbursed in the form of grants 
last year, and a further £13,575 was paid out in annuities. 
Only about 8,000 members of the medical profession are 
direct and regular subscribers to the Fund (this figure 
includes those who subscribe to the Fund through the 
B.M.A.). As Dr. Anwyl-Davies says, if this number 
could be doubled, and if each new subscriber contributed 
a guinea, preferably by covenant, “the aid (often cur- 
tailed and inadequate because of limited funds) to those 
in want, would be wonderfully extended.’ The address 
of the R.M.B.F. is 37 St. George’s Road, Wimbledon, 
London S.W.19. 
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CARAVANS AS HOMES 


A “RETROSPECTIVE RECORD SURVEY ” 
BY 


G. K. H. HODGKIN, B.M., B.Ch., M.R.C.P. 


General Practitioner, Redcar 


No accurate information could be obtained about the 
health of families who live on permanent caravan sites: 
this is the conclusion of the official report which was 
given to Parliament recently on the 3,000 permanent 
caravan sites in Britain (Wilson, 1959). The report says 
that, though many local authorities are concerned about 
the ill effects of caravan life, they have not been able to 
show whether caravan dwellers are in fact less healthy, 
for such reasons, than the general population. The 
report also says that the Society of Medical Officers of 
Health have not felt justified in coming to any firm 
conclusions on this point, because they are conscious 
that the detailed and long-term statistics which would 
be required for such a comparison are not available. 

The objects of this paper are: (1) to produce statis- 
tical evidence that the health of children who lived on 
one permanent caravan site was not as good as that of 
their counterparts from orthodox homes; and (2) to 
demonstrate briefly the technique of retrospective record 
analysis which has been developed in this N.HS. 
practice over the past 10 years. The principle behind 
this technique is to have enough complete background 
information about the “ variables” in the make-up of 
the practice to enable a series of controls (taken from 
the practice) to be matched in retrospect over the same 
calendar period with any given series of index cases. 
The advantage of this technique is that once the initial 
indexing and organizing of complete practice records 
has been done, much interesting retrospective infor- 
mation which is capable of statistical analysis can be 
obtained at short notice. 


Material and Method 


From 1951 to 1959 a permanent caravan site three- 
quarters of a mile from the town housed some 40 
caravans. The field was poorly serviced. Site rentals 
ranged from 10s. to 20s. per week. Further “van” 
rentals reached £2 to £3 per week. Many families 
occupied their own vans. There was a big shifting 
population but a number of the families with steady 
occupations lived on the site for several years. These 
families form the basis of this analysis. 


Practice Records——The following records are kept: 
(1) All diagnoses made either at a visit or at the surgery 
are recorded on the patients’ notes ; (2) all records are 
filed according to households. (3) the date of registra- 
tion, the name, and the address of all patients are 
recorded ; (4) the date of birth of all patients is recorded 
and filed according to vear of birth ; (5) all records of 
patients who leave the practice are kept. (Only a copy 
is sent to the executive council.) 


Selection of Material—All children under 15 who 
lived on the site for over one year between 1954 and 
1957 were ascertained from the practice registration 
book. All illnesses reported to the doctor by these 
children were then analysed from the record cards. If 
the children lived on the site for two or more years this 
period was included in the analysis. The illness which 
was reported by 31 caravan children from 18 families 
has been analysed for a period of 76 patient-years. 

Control Families——These were obtained from the 
age/sex register of the practice. A routine technique 
for matching families was followed. The index and 
control families were matched before analysis was 
carried out. Control families had to fill certain 
criteria as follows. 

Size.—The control family never exceeded the size of the 
index family by more than one. 

Age.—Control families were excluded unless their age 
structure corresponded to the index family. The following 
differences in age groups were allowed: (a) 6 months in 
children under 1 year ; (b) 1 year in children under 10 years ; 
(c) 2 years in children under 15 years. 

Period under review.—The control families must have 
been under the care of the practice for the same calendar 
period as the index family. 

Dwellings—The control family must have lived in 
conventional dwellings and not caravans for the whole 
period under review. 


Results 


A group of 31 children under 15 years from 18 
caravan families were observed for a total of 76 patient- 
years ; and 31 children of similar age from similar-sized 
families from conventional dwellings were observed for 
an identical period. 

The diseases which were reported in the two series 
have been analysed and compared (see Table), the 
diseases being divided into five main groups. The first 
four groups covered those diseases which caravan life 
might be expected to aggravate—that is, respiratory 
disease, enteritis, accidents, and skin sepsis. 

Group I: Acute Upper Respiratory Disease.—This 
group included all incidents of bronchitis, colds, 
coughs, catarrh, acute otitis media, and _tonsillitis. 
Epidemic influenza was also included because it was 
difficult to separate diagnostically from the rest of the 
group. The infectious diseases of childhood were 
excluded. In the caravan children the average incidence 
of this type of disease was two and a half times that of 
the control children (caravan children, 2.2 incidents per 
year ; controls, 0.87 incidents per year) (see Table). 

Group II: Acute Gastroenteritis—In the caravan 
children the average incidence of this disease was one 
and a half times that of the control children (caravan 
children, 0.26 incidents per year; controls, 0.16 
incidents per year). 

Group III: Accidents and Trauma.—In the caravan 
children the average incidence of accidents was one and 
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a half times that of the control group (caravan children, 
0.3 incidents per year; controls, 0.18 incidents per 
year). 

Group IV : Skin Sepsis.—This group included nappy 
rashes, boils, styes, impetigo, and infected wounds. In 
the caravan children the average incidence of these 
complaints was nearly twice that of the controls 
(caravan children, 0.57 incidents per year ; controls 0.32 
incidents per year). 

Group V: All Other Reported Incidents.—This 
group covered all other illnesses and reasons for attend- 
ing the doctor, excluding inoculations. In addition to 
infectious diseases of childhood, a number of less infec- 
tious diseases, such as conjunctivitis and oral thrush, 
were evident. There were small outbreaks of both these 
latter complaints on the caravan site. The difference in 
the average incidence of this group of diseases in the 
two series of children was less marked (caravan 
children, 1.2 incidents per year ; controls, 0.96 incidezts 
per year). 

Detailed statistical analysis of the distribution 
of the individual difference between the 31 pairs 
of children showed that the differences in groups 
I, II, Ill, and IV were statistically significant—that 
is, they could have occurred by chance less than 
once in twenty times. In the case of Group I the 
differences were very highly significant—that is, they 
could have occurred by chance only once in a thousand 
times. The differences in group V were not statistically 
significant. 


Discussion 

Statistical analysis of these figures shows that the 
incidence of respiratory and certain other diseases in 
the caravan children was significantly raised. Other 
factors beside the “caravan life” may have produced 
this effect. 

Geographical Factors——The caravanners might have 
found it easier to contact the doctor. In fact, this was 
not so. A trip to town or to a telephone from the site 
was quite an undertaking and involved a muddy walk 
of half a mile. If this factor had operated in any way 
it would have tended to reduce the incidence of disease 
recorded in the caravan children. 


Social Factors—(a) The “social class” constitution 
of the two groups might have been different. ‘'n fact, 
this was not so, as the range of “ class” in this practice 
is surprisingly small. (b) The caravan life might have 
attracted less adequate families. This was true for some 
families, but these never stayed for long. In fact, it 
required a high standard of efficiency to live on the site 
for long periods. To confirm this impression an analysis 
of the parents’ health was also carried out. The control 
parents reported a higher rate of anxiety and “neurotic” 
diseases. (c) Differences in the age distribution of the 
parents in the two groups might have led to a different 
attitude to illness. Although the method of choosing 
the control families inevitably led to a slightly higher 
average parental age, the mean difference was small 
(1 year) and not statistically significant. 

Stability of the Two Groups.—There was a big shift- 
ing population on the caravan site. The families under 
observation were stable, but the continual shift of less 
stable occupants around them undoubtedly introduced 
infectious diseases. This factor probably operates on 
any caravan site. 


It is difficult to escape the conclusion that the greater 
incidence of disease in the caravan children should be 
attributed to the “caravan life” itself. Several factors 
may have been responsible: (1) Inadequate washing and 
baths. All water had to be carried a considerable 
distance and was in short supply even in the cleanest 
caravans. This factor may have been largely respon- 
sible for the increased incidence of skin sepsis and 
acute enteritis. (2) Close contact of families and 
shortage of space. This factor was probably responsible 
for the increased accident rate. (3) The excessive and 
sudden differences in temperature (and humidity) which 
are so marked in caravan life. This factor, in my view, 
was responsible for the relatively greater incidence of 
respiratory diseases in the caravan children. 


Summary and Conclusion 


The health of 31 children from 18 families who lived 
on a permanent caravan site has been compared over 
an identical calendar period with 31 children from 18 
control families who lived in conventional dwellings. 
The control families were matched for age and com- 
position. 

The caravan children suffered from two and a half 
times more respiratory illness than the controls. This 
difference was found to be statistically very highly 
significant. 

A significant increase in the incidence of enteritis, 
accidents, and skin sepsis was also observed. 

The possible reasons for these findings are discussed. 

The technique of retrospective record analysis which 
has been developed in this N.H.S. practice is illustrated. 

The advantages of this technique are: (1) It is quick. 
(2) Retrospective controls are immediately available. 
(3) It depends on records made at the time and not on 
patients’ memories, as is the case with many retro- 
spective surveys. (4) There is no observer bias, because 
at the time of recording the observer is unaware of the 
research projects for which the record may be used. 
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Recently issued statistical data on addiction in the United 
Kingdom show that 130 addicts were added to the official 
registers during 1959; of these. 117 were new addicts and 
13 recidivists. The names of 118 addicts were dropped 
from the register: 77 were considered cured, 40 died, one 
disappeared. The total number of known addicts was 454. 
Analysis according to origin of addiction showed: thera- 
peutic treatment, 344; other, 98; unknown, 12. Sixty- 
eight of the known addicts were in the medical profession 
or allied groups. No other occupational groups were of 
significance, but a small number of jazz musicians are known 
addicts. Analysis according to age and sex showed the 
following figures—age in brackets: males, 31 (20-34); 44 
(35-49) ; 108 (50+); 13 (unknown) ; females, 19 (20-34) ; 
48 (35-49); 170 (50+); 21 (unknown). There were no 
addicts under 20 years in these totals of 196 men and 288 
women. The highest addiction figures were 172 addicts for 
morphine, 97 (pethidine), 40 (diacetylmorphine alone), 40 
(methadone); 21 (phenadoxone). (Report to the United 
Nations by Her Majesty's Government in the United 
Kingdom of Great Britain and Northern Ireland on the 
Working of the International Treaties on Narcotic Drugs 
for 1959.) 
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To-day’s Drugs 








With the help of expert contributors we publish below notes 
on a selection of drugs in current use. 


Spironolactone 
“ Aldactone ” (G. D. Searle). 
Chemistry.—Spironolactones are synthetic steroids in 
which a lactone ring replaces the side chain on the carbon 
atom at the 17 position. The full formula of aldactone 
is 3-(3-oxo-7 alpha-acetylthio-17 beta-hydroxy-4-androsten- 
17 alpha-yl) propionic acid-gamma-lactone. 


GH20H HO CH30H 
4 
wa o—c c=0 
HO % 
CH3 CH3 


1°) 
ALDOSTERONE, TWO FORMS 





fe) 


ALDAC TONE 

Pharmacology.—Aldosterone is present in excessive 
quantities in many oedematous conditions. It governs the 
retention of sodium and excretion of potassium in the distal 
renal tubules. Benzothiadiazine diuretics and mercurials 
prevent reabsorption of sodium in the proximal tubule, but 
do not affect sodium and potassium changes in the distal 
tubule, which are regulated by aldosterone. Consequently, 
with these diuretics there is increased excretion of sodium 
and consequent loss of water, but the increasing quantities 
of aldosterone secreted may result in continuing loss of 
potassium and hypokalaemia. Spironolactone blocks the 
action of aldosterone on the distal tubule, and therefore 
increases loss of sodium but decreases the loss of potassium. 

As a diuretic spironolactone can be used alone, but it is 
preferably given in combination with a benzothiadiazine 
diuretic to diminish loss of potassium with an enhanced 
excretion of sodium. 

Toxicity—LD50 of spironolactone in mice is equivalent 
to approximately 40 times the daily dose in man. No 
significant toxic effects attributable to the drug have been 
reported in man. No undesirable renal or hepatic effects 
have been reported. Mild headache may occur with small 
doses, and drowsiness with larger doses. Occasional rashes 
have occurred which have cleared when the drug was 
stopped. 

Therapy.—Spironolactone shouid normally be prescribed 
in association with a conventional diuretic, particularly when 
potassium depletion presents a problem. It is helpful in 


treating the oedema of cardiac failure and the nephrotic 
syndrome, and should certainly be used in cases which 
appear to be refractory to other drugs, such as the ascites 
of hepatic cirrhosis. It is available as 100-mg. tablets, and 
should be given in divided doses to a total of 400 mg. a 
day. 

Contraindications.—There are no known contraindica- 
tions, but theoretically it should be used with caution when 
the level of potassium in the serum is raised. 

N.H.S. Basic Price——100 100-mg. tabs., 289s. 10d. 
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Survey of the Epilepsies 

S1r,—The information contained in “A Survey of the 
Epilepsies ” (August 6, p. 416) is a valuable contribution 
to knowledge on the epidemiology and is another 
example of the important surveys being undertaken by 
the College of General Practitioners. For brevity (and 
an avoidance of semantics on the word epilepsy) may 
I say the significance of a fit in the 0-4 age group 
ought to be considered in a special sense. First, it is 
very unwise to label initially the matter epilepsy in this 
group. The very remediable factors, fever, temporary 
metabolic disorder, etc., are fugitive, and in any infant 
or child in this age-group the brain is very actively 
growing ; myelinating and maturating towards a greater 
electrical and clinical stability. There is no special 
analysis of the 0-4 age-groups in the survey: however, 
Tables V and VI and Fig. 3 give some general guide. 

Perhaps the College might carry out a survey with 
special reference to the age-group 0-4 and to include 
fairly accurate clinical aetiological factors. It would 
be unfortunate if doctors were misjudging the situation 
and the prognosis, and particularly alarming if parents 
were informed that the child under 4 years of age 
was a “chronic epileptic” or if the child’s later life 
was necessarily prejudiced on such evidence.—I am, etc., 


Department of Child Health, A. V. NEALE. 
University of Bristol. 


Hypophysectomy in Breast Cancer 

Sir,—In*+ the second part of his Oliver-Sharpey 
Lectures (August 27, p. 625), Dr. J. D. N. Nabarro 
makes several statements relative to the performance 
of hypophysectomy in advanced cancer (of the breast) 
without, however, giving the evidence on which these 
statements are based. Thus he says: “ We are doubtful 
whether it is justified to undertake surgical hypophy- 
sectomy in cases with advanced cancer, though it may 
produce remissions slightly more often than adrenal- 
ectomy (Atkins et al., 1957).1 The current methods of 
yttrium-90 implantation seems to have advantages over 
surgical hypophysectomy and bilateral adrenalectomy.” 
In like manner he further states: ‘The most satisfactory 
isotope at present is yttrium-90, and the technique 
developed in Glasgow of screwing the pellets into the 
floor of the sella turcica is the best method of pituitary 
destruction so far developed (Forrest et al., 1959).’? 

As we are members of a team who worked with Mr. 
Hedley Atkins in 1957, and again published our results 
this year,> you may perhaps allow us to take up these 
points. Unfortunately our colleagues are away on 
holiday and will not yet have seen Dr. Nabarro’s article. 
Dr. Nabarro quotes from a letter to the Lancet written 
by Forrest and his colleagues? amplifying some points 
they recently made in an article in the British Journal 
of Surgery. It would appear from these sources that, 
after the customary methods of transnasal implantation 
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of yttrium, cerebrospinal rhinorrhoea occurs in about 
20% of cases, and occurs even after the screw-in method 
in 10% of cases with a high subsequent mortality from 
meningitis. Forrest and his colleagues further report 
that in a group of 57 patients chosen by random selec- 
tion, in whom either pituitary implantation or adrena- 
lectomy and oophorectomy were performed, 9 out of 
28 patients treated by implantation of the pituitary 
definitely benefited, compared with 14 out of 32 patients 
treated by adrenalectomy and oophorectomy. These 
patients admittedly were not treated by their latest 
screw-in technique, but with regard to the latter 
technique they offer no figures. Perhaps Dr. Nabarro 
can give us the required information. Our own group* 
has shown that when surgical hypophysectomy per- 
formed through an open craniotomy under neuro- 
surgical conditions is compared by random selection 
with adrenalectomy and oophorectomy, the results are 
slightly but significantly better with hypophysectomy in 
most respects. Cerebrospinal rhinorrhoea did not occur 
in our series. 

Dr. Nabarro further states that “the replacement 
therapy after adrenalectomy is undoubtedly simpler 
than after hypophysectomy,” but gives no evidence for 
this statement nor refers to the literature. Our experi- 
ence does not support this statement, for in our hands 
hypophysectomized patients have been no more difficult 
to control than adrenalectomized patients——We are, etc., 

M. A. FALCONER. 


: t 
Op Seam. J. L. Haywarp. 


London S.E.1. 
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Lumps in the Breast 


Sir,—Nobody would seriously deny that the earlier 
a carcinoma of the breast is diagnosed and treated the 
greater the likelihood of cure. We had hoped that delay 
in starting treatment was due nowadays to failure of the 
patient to recognize a lump in the breast, or to seek 
advice. We had thought that delay due to bad advice 
from a doctor was a thing of the past. Last week we 
were astonished and alarmed to learn that delay may 
still be due to what we regard as inexcusable ineptitude 
on the part of individual members of the medical 
profession. 

District nurses from all over the country have just 
been in our city for a refresher course. Knowing how 
closely they come into contact with their patients, and 
how useful they can be in cancer propaganda, we asked 
them to advise any patient with a lump in the breast to 
see their doctor at once. We were told by an alarming 
number of these nurses that when, after great efforts, 
they had got the patient to agree to see her doctor, 
she would be reassured and sent away, until it became 
tragically obvious that the reassurance was false. It 
would seem that it is still necessary to reiterate that 
the treatment of a lump in the breast is to remove it. 

This is not a criticism of the medical profession in 
this region, as the district nurses came from ail areas.— 


We are, etc., BRIAN MCN. Truscott. 


Radiotherapeutic Centre, Davip G. BRATHERTON. 
Addenbrooke’s Hospital, 


Cambridge. 


Masculinization of Foetus from Progestogens 


Sir,—In your leading article on this topic (September 
3, p. 723) I think you minimize the possible trouble. 
You state that the affected baby will have a normal 
vagina, and later of “relatively easily correctable 
deformity.” In one of the three cases I reported 
(included in your list of references) there was in fact 
a very small uterus and complete absence of the vagina, 
so that a plastic operation will be required at a later 
date.—I am, etc., 

Institute of Child Health, 


C ALAN MONCRIEFF. 
The Hospital for Sick Children, 
Great Ormond Street, London W.C.1. 


Psychotic Reactions and Phenelzine (‘‘Nardil’’) 


Sir,—We have observed three patients, presenting 
with an acute psychosis, complicating “ nardil” 
(phenelzine) therapy for depression, who required 
urgent admission to an observation unit from out- 
patient departments. 


Case 1.—Mrs. A, aged 43 years, a housewife of cyclo- 
thymic temperament who developed a depression with 
anxiety features following a curettage for investigation of 
dysfunctional uterine haemorrhage. She was unhappily 
married to an elderly husband. Following treatment with 
nardil 45 mg. daily, rising to 75 mg. daily after four weeks, 
she developed hypotensive symptoms and oedema of the 
legs, her dosage being subsequently reduced to 45 mg. daily. 
After eleven weeks’ treatment with nardil her behaviour 
suddenly changed. She wandered around the home naked, 
and misidentified objects and people. At night her activity 
increased and she did not sleep. On admission she was 
disorientated in time and place and there was marked cloud- 
ing of consciousness. There were no abnormal physical 
signs. This acute reaction cleared within 48 hours after 
withdrawal of nardil, leaving the patient in a mild depres- 
sive state with amnesia for the event prior to admission. 

Case 2.—Mrs. B, aged 31 years, married with one child. 
She had been depressed, lethargic, and lying in bed most 
of the day for about three months. There had been two 
previous illnesses at the age of 15 years and 24 years with 
a similar clinical picture which remitted spontaneously and 
were considered to be “affective reactions.” | Treatment 
with nardil was commenced by the general practitioner and 
continued at a psychiatric out-patient department, over a 
period of nine weeks. During the two weeks prior to 
admission the dose had been raised from 45 mg. daily to 
75 mg. daily. Two days before admission her behaviour 
rapidly changed to become overactive, talkative, and 
threatening violence to her relatives. She thought the house 
was full of male strangers and that her bed contained 
poisonous spiders. Periodically she would cry, become self- 
reproachful, and wished she were dead. On admission to 
the observation ward she was found to be correctly 
orientated in time, place, and person, but was overactive, 
talking rapidly with “flights of ideas.” Her mood 
fluctuated rapidly between depression, elation, and irrita- 
bility, and she was distractable with no capacity for 
sustained concentration. She felt people were against her 
in the ward, but also expressed self-reproach over previous 
extra-marital affairs. After withdrawal of nardil the hyper- 
kinetic state subsided and within four days she was quiet, 
co-operative, and in a mildly euphoric state. 

Case 3.—-Miss C, aged 22 years, had a five-months history 
of depressive symptoms associated with her engagement and 
forthcoming marriage. She was treated with nardil 45 mg. 
daily for ten weeks. Four weeks prior to admission she 
had begun to feel happy and confident in her work, and was 
advised to reduce her daily dosage, but did not do so, due to 
the euphoriant effect it produced. She progressively de- 
veloped expansive delusions relating to her work and 
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paranoid attitudes to her colleagues. Four days before ad- 
mission she felt “exhilaratingly happy” and became 
overactive and talkative at home, making aggressive threats 
to her family. On admission she was correctly orientated 
for time, place, and person but was excitable, irritable, and 
aggressive towards the staff. The clinical picture was one 
of hypomania. Chlorpromazine 100 mg. thrice daily was 
necessary to control her behaviour, in addition to nardil 
withdrawal. After four days she became depressed and 
self-reproachful. Eight days after admission she had a 
spontane~us convulsion. An E.E.G. performed 24 hours 
after the fit showed “bilateral atypical spike and wave 
activity compatible with drug withdrawal ”—a_ possible 
alternative to chlorpromazine as an explanation for the fit.’ 
This produced rapid improvement of her paranoid and 
depressive symptoms. 

An aetiological relationship between nardil and the 
toxic confusional state in Case 1 is suggested by its rapid 
disappearance after the drug was withdrawn and with- 
out specific therapy. Case 2 showed overactivity with 
hallucinatory experience and paranoid attitudes, asso- 
ciated with a depressive symptomatology, while Case 3 
showed more typical hypomania. The aetiological 
relationship with nardil in Cases 2 and 3 is again 
suggested by their acute onset and rapid resolution after 
withdrawal of the drug. In all three cases therapy had 
been continued for over eight weeks. None of the 
patients had a past history of hypomania. 

Dally and Sargant? recently drew attention to the 
danger of the indiscriminate use of anti-depressive drugs 
of the “ amine-oxidase inhibitor type.” Harrington,’ 
in a trial of nardil for depression, described an “ over- 
shooting” action as common, but hypomania only 
occurred in three cases out of eighty, a complication also 
encountered by Middlefell.4 Swings from depression 
to hypomania, as in Case 3, have been noted to occur 
with imipramine (“ tofranil’) in patients of cyclothymic 
temperament.° It is noteworthy that Hutchinson® 
observed no side-effects with nardil, but it was never 
given for longer than four weeks, and he considers that, 
if a response to the drug is going to occur, it will do so 
within that period. 

We consider that the untoward reactions, described 
above, are insufficiently recognized, and this letter may 
be of some value to clinicians using the drug.—We are, 
etc., 

J. JOHNSON. 


The Maudsley Hospital, 
ark Fill, Pond M. D. EILENBERG. 


Denmark Hill, London S.E.5. 
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Eye-pads for Corneal Abrasions 


Sir,—I read the article by Mr. Harold Jackson on 
the effect of eye-pads on the healing of simple corneal 
abrasions (September 3, p. 713) with interest. I feel, 
however, that a lot more investigation is needed before 
one would advise a sufferer to do without an eye-pad 
as he suggests. In the first place, the eye is very much 
less painful if it is firmly padded after the application 
of a little “ parolein” and “ albucid ” (sulphacetamide 
sodium). I do not think a pad with two strips of 
adhesive tape is as effectual, as it soon gets loose. I 


cannot think that the constant movement of the sharp 
margins of the eyelids up and down over the torn edges 
of the abrasion, which after all produces the pain, is 
not harmful. 

Whatever the time factor of the staining test may 
show in the short term, I think a firmer and more 
accurate healing is obtained with some pressure. In 
the type of case which often results in recurrent attacks 
—from finger-nails, newspapers, rambler roses, etc.— 
and which can be excessively painful, a firm pad and 
bandage are the greatest possible comfort to the patient, 
and, in my view, often prevent this serious complication. 
—I am, etc., 


London W.1. O. GaYER MORGAN. 


Amphetamine and Glaucoma 


Sir,—I think that a possible explanation of the failure 
to lose heat by the racing bicyclist described in your 
annotation (August 20, p. 590) is the fact that amphet- 
amine is sympathicomimetic and therefore causes a 
vasoconstriction. 

This property of the drug prompts me to draw 
attention to another, possibly dangerous, side-effect— 
namely, the precipitation of an attack of glaucoma in 
a susceptible case. I was investigating a case with 
abnormal pupil reactions and a history suggestive of 
glaucoma a year or two ago when the patient disclosed 
to me that he was taking large doses of amphetamine, 
and I made a search of the literature to see if any case 
had been recorded of glaucoma precipitated: by the use 
of this drug. I found that from Bordeaux in 1956 there 
was a report? of a young woman of 25 years of age with 
arthritis of the cervical spine who was taking increasing 
doses of amphetamine in order to be able to continue 
with her work. She developed glaucoma, and this was 
controlled with miotics which were no longer necessary 
after the withdrawal of the drug. I wonder whether 
it would be a wise precaution for any patient over the 
age of 40 who was taking amphetamine to have one 
drop of pilocarpine nitrate, 1%, in each eye last thing 
at night ?—I am, etc., 


Dudley, Worcs. L. H. G. Moore. 
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Resuscitation Apparatus 


Sir,—I noted with interest the article by Dr. M. K. 
Sykes (August 20, p. 596) describing a readily available 
resuscitation apparatus for dealing with cardiac arrest. 
In this unit we have a trolley of our own design,’ 
carrying the essential equipment to deal with cardiac or 
respiratory arrest on the wards, which can be used in 
combination with an alarm system. A nurse in the 
ward, when such an emergency arises, presses an alarm 
bell, which rings in all the departments of the hospital 
in which a thoracic surgeon or anaesthetist might be 
available, so that the man nearest to the scene gets to 
the bedside irrespective of whose patient is involved. 

I feel attention should be drawn to One very great 
drawback not mentioned by Dr. Sykes. If equipment 
of this nature is left in a readily available position it is 
almost certain to be “ cannibalized ” by any night-nurse 
or house-surgeon looking for a torch, laryngoscope, or 
tracheotomy tube late at night, when it might be easier 
to take it from the trolley than go and look for one in 
the proper quarter. Our experience in the past has led 
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us to believe that if such emergency apparatus can be 
borrowed in this way, it is always missing at the critical 
moment. For this reason, we have constructed a trolley 
so that it can be locked. The key is kept in a glass- 
faced box fixed to the side of the apparatus, and can 
be removed readily by smashing the glass. We have 
found in this way that nothing is ever disturbed in the 
trolley except in an emergency, when the glass can be 
broken. A duplicate key is kept in the theatre, and 
once a month the senior surgical: and anaesthetic 
registrars open the box, replace all batteries and rubber 
equipment, and sign a notice on the inside lid 
acknowledging that they have done so. _ I think this 
arrangement would be a very useful addition to the 
apparatus described by Dr. Sykes.—I am, etc., 


Liverpool Thoracic Surgical Centre, LESLIE J. TEMPLE. 


Liverpool 14, 
REFERENCES 


1 Harley, H. R. S., Modern Trends in Cardiac Surgery, 1960. 
Butterworths, London. 


Anaemia in Pregnancy 

Sir,—Once again the case is made for routine iron 
therapy in pregnancy (August 27, p. 636). Indeed, Dr. 
C. Giles and Mr. H. Burton rightly believe that iron 
tablets should now be made freely available to pregnant 
women together with the usual vitamin tablets. This 
would certainly avoid subsequently facing the iatrogenic 
hazards associated with intramuscular iron-dextran and 
with blood transfusion. 

Two points in their article, however, might be worth 
reconsidering. They suggest that in some cases of 
persistent anaemia the underlying cause may be an 
excessive hydraemia. This belief has already been 
shown to be unfounded (in some of the very references 
quoted in their paper). The hydraemia is more likely 
to be a result of the anaemia or other associated disease. 
The iron-deficiency anaemia will only persist so long 
as it is inadequately treated. One notices that “ many ” 
of these failures in their series had toxaemia or multiple 
pregnancy. 

Secondly, Sir, one wonders whether there is real 
justification for the free use of folic acid as advocated 
by Dr. Giles and Mr. Burton. Certainly they will agree 
that if oral iron is taken regularly from the first 
trimester the number of anaemic women at term will 
be very small indeed. However, whatever stage in 
pregnancy folic acid is prescribed for the treatment 
of anaemia, it should not ke started before an exact 
diagnosis has been reaciied. Otherwise two formidable 
objections present theinselves: (1) The danger of missing 
a true megaloblastic anaemia of pregnancy is very great. 
These authors, in fact, found no case of such anaemia 
in their folic-acid group. Megaloblastic anaemia tends 
to recur in subsequent pregnancies. If the anaemia is 
not correctly diagnosed in the earlier pregnancy, the 
patient will not be adequately warned of the necessity 
for folic acid throughout every subsequent pregnancy. 
(2) The danger of missing a true Addisonian anaemia 
is rare but well-nigh catastrophic. Not only is the 
anaemia likely to remain untreated for a long time after 
discharge from hospital, but folic-acid administration 
here carries the grave risk of serious neurological 
disorder. The onset of subacute degeneration of the 
cord in such circumstances is not unknown to be almost 
sudden.—I am, etc., 


Walton Hospital, 


Liverpol 9. A. P. CAMILLERI. 


Intraperitoneal Haemorrhage from Fibroids 


Sir,—I was most interested to read Miss Mary A. M. 
Bigby’s account (August 20, p. 580) of intraperitoneal 
haemorrhage from the surface of a uterine fibroid. I had a 
similar case myself, hitherto unpublished, some 20 years 
ago, where I was able not only to find the cause but 
also to make a correct pre-operative diagnosis. 

The patient, an otherwise healthy woman in her early 
forties, had a subserous, anterior-wal! uterine fibroid 
reaching to the level of the umbilicus. Believing this 
to be due to obesity, she made strenuous efforts to reduce 
it by using a patent rubber-roller, which at that time 
was advertised widely for this purpose. Severe abdominal 
pain occurred when she was so engaged, with subsequent 
collapse. At laparotomy a large quantity of free blood 
was present in the peritoneal cavity, the source of the 
bleeding being a large dilated vein on the anterior 
surface of the tumour. She recovered after a total 
hysterectomy.—I am, etc., 


Birmingham 15. 


Non-clostridial Gas Infections 


Sir,—I was most interested by the work of Dr. M. R. 
Wills and Mr. M. W. Reece on non-clostridial gas 
infections (August 20, p. 566). They note that the 
production of large quantities of gas in a limb is most 
unusual outside diabetes mellitus. This prompts me to 
report a recently seen case, which is of added interest 
owing to an odd, but in retrospect not surprising, 
physical sign. 

The patient was an 84-year-old female, obese and 
showing marked pallor of skin and mucous membranes. 
On admission she had a haematoma approximately three 
inches square in the right buttock lying about three inches 
lateral to the middle of the sacrum. This had been sustained 
15 weeks earlier after a fall, and she had been treated at 
home during that time more or less confined to bed. The 
skin surface had never been broken over the haematoma, 
but it had become grossly infected and required surgical 
drainage. There were no other positive signs of note. The 
haemoglobin was approximately 30% (Sahli). At operation 
6 oz. (170 ml.) of pus was removed and the remaining 
crater washed clean and packed with gauze. A course of 
penicillin and streptomycin was begun, while awaiting the 
results of swab culture from the pus obtained. Two days 
later the patient complained of being unable to lie on her 
right side owing to pain in the thigh. Examination revealed 
a smooth, firm mass without definite borders running the 
length of the upper two-thirds of the anterior surface of the 
thigh and extending also on to the lateral aspect. Crepitation 
was entirely absent from the swelling. The strange mass 
presented a diagnostic problem till gentle percussion pro- 
duced to our amazement a tympanitic note comparable with 
that obtainable over an air-filled stomach. X-ray examina- 
tion showed a large collection of gas in the anterior thigh- 
muscle mass, and a track of infection running from the 
buttock over the greater trochanter. The thigh was now 
drained by a lateral incision and more pus cultured. 
Although the first culture had shown Escherichia coli only, 
active therapy for gas gangrene was begun. In spite of all 
efforts the patient began to deteriorate rapidly and died in 
renal failure some four days later, two further cultures 
having been taken meanwhile from the thigh drainage 
wound. 

In all cultures from this case the only pathogen 
isolated was E. coli, in spite of repeated attempts to 
discover clostridia which seemed clinically responsible. 
Here then is the unusual occurrence of non-clostridial 
gas formation in a limb of a non-diabetic, with the 
notable absence of crepitus and the presence unexpec- 


Puitie J. GANNER. 
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tedly of tympanites of the thigh which must be an indeed 
rare clinical finding. 


May I thank Mr. Ian Macpherson of the Victoria 
Infirmary, Glasgow, for permission to use the details of 
this case. 


—I am, etc., 


Glasgow S.1. J. L. STOLLER. 


Funds for Malaria Eradication 


Sir,—I wish to refer to the item entitled “ Funds for 
Malaria Eradication” appearing under Medical Notes 
in Parliament (May 28, p. 1667). I regret that this 
reference is somewhat out of date, but I believe the 
following information should be available to you for 
your records. 


I wish particularly to refer to your report of the statement 
of Lord St. Oswald that “in the eradication of malaria the 
United Kingdom record was high in its own territories. In 
Singapore and Malaya, it had been completely successful ; 
in Sarawak and Zanzibar and many parts of the West Indies 
eradication was in sight, and in North Borneo and Trinidad 
programmes had begun.” I wish to point out that while 
it may be claimed that malaria has been eradicated from 
Singapore, in Malaya a pilot project with the objective of 
finding effective ways of interrupting the transmission of 
malaria has just commenced with assistance from the 
W.H.O. Malaria. Eradication Special Account (M.E.S.A.). 
In Sarawak the programme is progressing favourably, but 
in order to enter the final stages and attain eradication the 
Government has requested assistance for local costs from 
the Malaria Eradication Special Account. In Zanzibar the 
programme is proceeding satisfactorily, but this can so far 
only be regarded as a malaria eradication pilot project, and 
it is being carried out with considerable assistance from 
W.H.O. and Unicef. Here, too, there is M.E.S.A. assistance. 
In tne West Indies again assistance has been given by Unicef 
and by the Regional Office for the Americas, through its 
Special Malaria Fund. In North Borneo the pilot project 
is assisted by Unicef and by W.141.0. with technical assistance 
funds. 

It is also important to ask how much of the local costs 
in any of these territories is borne by the Government of 
the United Kingdom as opposed to strictly local sources. 
Furthermore, it is interesting to note that, in a number of 
these United Kingdom territories, the Government has not 
provided the necessary top-level technical personnel, and 
this gap has been filled by technical personnel provided by 
W.H.O. In some instances these W.H.O. personnel have 
even acted as Government executives, as has been the case 
in Sarawak, where it is also interesting to note that the 
Malaria Eradication Special Account has been asked to 
provide $450,000 for local costs during the next three years. 

These are some of the facts regarding the eradication 
of malaria from United Kingdom territories. In view 
of the attitude of the United Kingdom Government to 
the W.H.O. Malaria Eradication Special Account, as 
expressed in the report under reference, might it not 
be rather embarrassing for any assistance from that 
account to be given to a United Kingdom territory ? 


—I am, etc., E. B. WEEKs, 
Chief, Planning and Programme, 
Division of Malaria Eradication, 
Geneva. World Health Organization. 


Treatment of Leprosy 


Sir,—As one who has been doing leprosy work for 
36 years, I was naturally interested in your leading 
article on the modern treatment of leprosy (August 27, 
p. 655). I regret, however, that it distorts the picture 
quite considerably. It is not only unfair, but unjust, 
to indicate that the leprosy hospital or settlement of 


20 years ago “used to be a kind of medical slum.” 
It is perfectly true that in 1924, when I first went out 
to India, medical conditions in many leprosy hospitals 
left much to be desired, but conditions improved rapidly 
in the subsequent decade, and since 1932, for instance, 
the leprosy hospital at Purulia, which has been a hospital 
of the Mission to Lepers ever since the beginning of 
this century, has been equipped with modern surgical 
facilities. 

One statement which must be refuted is that “it [i.e., 
dapsone] has the advantage that it cures most patients in 
the long run ; it never produces resistant bacilli.” If dapsone 
cures the majority of patients, what happens to those 
patients who are not cured? It would be a very extra- 
ordinary drug if resistance never developed under therapy 
no matter how long the drug is used. There is no question 
that modern treatment of leprosy has revolutionized the 
whole outlook of the disease and has made possible the 
great advances in orthopaedic surgery and plastic surgery. 
Nevertheless, it does a disservice to the cause of leprosy 
for the general impression to go abroad that we now have 
the disease conquered as far as therapy is concerned. 

The writer of the leading article makes no reference to 
the fact that from 6 to 16% of all lepromatous cases come 
into the category of “the persistent positive case.” Nor 
does he take into account that relapses do occur in lepro- 
matous leprosy. His comments cannot but bring distress 
to patients in this country, for there are patients who have 
been under treatment for 12 to 15 years and have had 
every treatment known, and still are highly positive bacterio- 
logically. Furthermore, if resistance never forms under 
dapsone therapy, what is the reason for the constant search 
for new remedies? Every new remedy is hailed with a 
flare of trumpets and as a cure for leprosy, until those who 
are a little more cautious begin to find the disadvantages 
of the remedy. 

In the old days under chaulmoogra therapy, when we 
used to cure, sceptics stated that the disease would have 
naturally subsided without any therapy at all, To-day we 
seem to discount any question of the natural subsidence 
of the disease, and yet there is sufficient evidence to show 
that over 75% of all lesions of leprosy in childhood do 
not advance to the more active stages, and, further, that 
between 50 and 75% of these lesions heal spontaneously. 
Furthermore, in the old days we never bothered to treat 
certain tuberculoid cases, for we knew that tissue response 
was so effective that the disease would become naturally 
arrested. To-day, credit is always given to dapsone, whether 
that credit is justified or not. 

There is no mention in your leading article of the 
fact that there is a great paucity of medical men pre- 
pared to take up leprosy. The main reason for this is 
the altogether too optimistic outlook generally adopted 
towards leprosy, and the fact that the emotional side of 
leprosy is over-stressed. Leprosy is one of the most 
profitable diseases anyone can study. It throws light 
on immunology, on neurohistology, on orthopaedic 
surgery, on the whole question of parasite and host 
response, and the correlation of the tissue reactions in 
leprosy would throw much light on the problems of 
hypersensitivity. If only medical men would realize 
that leprosy is as much medicine as tuberculosis, as 
rheumatoid arthritis, as disseminated sclerosis, they 
would see that here is a challenge second to none, and 
this disease would receive greater attention from 
medical men. Only by the careful study of the patho- 
logical processes in leprosy can we hope, not only to 
interest an increasing number of medical men to 
specialize, but we would more surely witness the 
ultimate conquest of this scourge which affects tens of 
millions in this world’s population.—I am, etc., 

Lendon W.1. ROBERT G. COCHRANE. 
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Health at Work 


Sir,—I was greatly interested in the ideas put forward 
by Dr. D. Stark Murray in his letter (August 27, p. 669), 
particularly as there are also advocates who would have 
occupational hygiene laboratories grafted on to the 
public health laboratory service. 


“Occupational hygiene is the science which leads to the 
provision of a healthy and comfortable working environ- 
ment. It derives from the increasing realization that good 
work can only be done in a good environment and that 
the harmonious interaction of a working man with his 
working environment will lead to better production, better 
labour relations, and improved health.”’ The functions of 
an occupational hygiene service are adequately summarized 
in the foregoing reference, but I would like to emphasize 
that their practice requires a team of well-trained specialists, 
aided by technicians, in addition to the availability of 
special equipment and, sometimes, of expensive apparatus. 
It is of paramount importance that the team should be 
under the direction of a person who has, among other quali- 
fications, lengthy experience in industry and industrial 
medicine. There is a serious lack of specialists in the field 
of occupational hygiene and of training facilities for them 
in this country at the present time. If hospital or public 
health laboratories can provide the requisite space and 
equipment, and attract adequately trained staff—which I 
doubt—then I support Dr. Stark Murray’s main contention, 
and hospitals and industrial medical services would benefit 
from the collaboration. The mere provision of an “ over 
the counter” service, however—namely, blood examinations; 
urinary-lead estimations, etc., which have been carried out 
without any knowledge of the working environment or any 
contact with the persons exposed to the hazard—is not the 
practice of occupational hygiene. Laboratories are but an 
adjunct to the successful practice of occupational hygiene. 

I disagree with Dr. Stark Murray’s assertion that the 
country cannot afford the equipment or the technicians. 
Preventive medicine is cheap compared with the cost of 
curative medicine. I am certain that industry can afford 
occupational hygiene, but, generally speaking, it is not 
educated to the need. The real truth is whether the country 
can afford to be without it. Can industry afford inefficient 
production in this competitive world, on account of 
unwholesome working conditions and processes and 
machines which are not fitted to the human beings who 
operate them ? 


If I may take up a little more of your valuable space 
I would like to say how wholeheartedly I agree with 
Drs. J. A. Harrington and W. Mayer-Gross (August 27, 
p. 669). During a visit to the U.S.A. in 1955 I noted 
some interesting pioneer projects which had been 
initiated by university departments of industrial medi- 
cine and which involved collaboration of local industry 
and hospital psychiatric departments.* Much of the 
psychiatric work in industry can be carried out by 
industrial medical officers, provided they have had 
adequate instruction and practice in this discipline. 
There are many problems, however, when close 
collaboration with a consultant psychiatrist would be a 
considerable advantage. There may be distrust of 
psychiatry and psychiatrists in industry, but, in propor- 
tion, this is no greater, and probably much less, than 
the inertia shown by psychiatrists and other consultants 
in this country in acquainting themselves with working 
conditions.—I am, etc.., 


Occupational Hygiene Service, 


Slough, Bucks. P. J. R. CHALLEN. 


REFERENCES 


1 Ann, Occup. Hyg., 1959, 2, 85. 
2 Challen, P. J. R., J. roy. Inst. publ. Hith, 1956, 19, 324. 


Backache and Bed 


Sir,—The constantly recurring correspondence on the 
problems of backache is an indication of its frequency 
and importance, which is also my excuse for trespassing 
on your space with yet another suggestion. 

Backache sufferers are advised to put boards under 
the mattress. The purpose of the boards is to prevent 
the mattress sagging and so to ensure better support 
for the lumbar region. By personal experience I have 
found a more effective and more comfortable answer. 
Two blankets are folded to make a pack three feet long 
and fifteen inches wide. This pack is then placed 
crosswise under the mattress one-third of the way down 
the bed. This produces a hump across the mattress 
which gives comfortable support to the lumbar region, 
whether lying on the side or the back. It is in fact the 
equivalent of the cushion placed in the small of the 
back when sitting in the appallingly badly designed 
seats of the modern car.—I am, etc., 


Guy’s Hospital, 
London §S E.1. 


T. T. STAMM. 


Doctors’ Letters 


Sir,—To judge from the correspondence in the 
Journal under this heading, it would seem that— 
excluding casualty departments—the reason why G.P.s 
do not receive letters from hospitals in a reasonable 
space of time is that the consultants have neither 
sufficient time nor sufficient clerical help. Is it pertinent 
to ask why this is so ? 

One consultant, writing from a London hospital some 
time ago, said that four-fifths of the patients whom he 
saw in out-patients were “ old patients.” The chairman 
of one hospital, in writing to me, stated that it had for 
many years been the custom and the duty of the hospital, 
once a patient had entered its doors, to continue to treat 
that patient until he was either better or dead. If the 
out-patient departments—and by this I mean the con- 
sultant, the registrar, and the housemen—continue to 
treat a large number of patients who could and should 
have been returned to their G.P.s, then they will con- 
tinue to have insufficient means of writing letters. When 
I last kept a record, in 1957, some 70% of patients 
whom I had sent for consultation were required to con- 
tinue to attend hospital. I should have felt considerably 
less frustrated if the majority of these patients had been 
returned to me for purposes other than the issue of 
certificates. 

There is one other repercussion which I have not 
seen mentioned, and that is that in my rural area it 
was not uncommon for the hospital car service to 
make from 40 to 50 journeys a day taking to hospital 
patients who could well, for the most part, have been 
treated at home.—I am, etc., 


Topsham, F. E. GRAHAM-BONNALIE. 


Nr. Exeter. 


Sir,—With reference to Dr. W. M. Philip’s letter 
(August 13, p. 540), Birmingham is not alone in having 
expensive flower-beds and greenhouses. In Plymouth in 
our two main hospitals there are elaborate bedding-out 
schemes which in one year cost £2,500, which is as much 
as is allowed for new medical and surgical equipment for 
the whole Group in a year. These flower-beds are so 
situated that the patients can see little of them, but no 
doubt they impress the visiting relatives. Perhaps if these 
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relatives knew that there is not sufficient money avail- 
able for the replacement of worn-out medical and 
surgical equipment—for example, sterilizing boxes or a 
rubber mattress for an operating table—their admira- 
tion of the floral display might be modified. 

One must agree that the last paragraph of Dr. Philip’s 
letter is one with which most of us are in full agreement. 
—I am, etc., 

Plymouth. 


E. F. WILSON. 


Psychiatry in General Practice 


Sir,—Unlike Dr. Philip Hopkins (August 20, p. 601) I 
found Dr. L. M. Franklin’s forthright article (August 6, 
p. 451) a refreshing breakaway from the fantasies which 
bedevil this subject. Whether his belief that future 
advances in the management of mental illness in general 
practice will result from drug therapy time alone will 
show ; but surely in pleading for a widening of post- 
graduate training in this subject he is entitled to point 
out the limitations of existing methods. 

Having attended a weekly seminar for two years I 
have reason to be grateful for the service which Dr. M. 
Balint has done to general practice. It is, however, 
deplorable to find a sort of “sacred cow” attitude 
developing towards these seminars, which, while showing 
that there is much that we can do to help in mental 
illness, have at the same time revealed how limited is the 
scope of psychotherapy in many cases, besides being 
expensive in terms of time. While one welcomes the 
waiting-lists for the seminars as an indication of the 
growing concern of general practitioners with the prob- 
lem, in the absence of the alternative forms of training 
as advocated by Dr. Franklin, they do not necessarily 
signify an unqualified vote of confidence in the seminar 
method. 

To write about a subject as met with in one’s own 
practice, far from being a cause for reproach, as Dr. 
Hopkins seems to suggest, is surely the best way in which 
a general practitioner can make an original contribution 
to a problem. It is for the reader to judge if the views 
expressed correspond with his own experience: too 
many articles are a rehash of the experience of others, 
and most of us prefer to have our teeth challenged by a 
juicy steak than insulted by shepherd’s pie. If we in 
general practice are to meet the challenge with which 
psychiatric illness faces us to-day we have got to learn 
how to recognize quickly the cases which we can really 
help and the most efficient use of the limited time at our 
disposal. In my view Dr. Franklin’s article is an 
acceptance of this challenge and a valuable pointer as to 
how it can be met.—I am, etc., 


Skipton, Yorkshire J. G. OLLERENSHAW. 


Sir,—I cannot agree with the view of Dr. L. M. 
Franklin in his article on psychiatry in general practice 
(August 6, p. 451) that training in psychotherapy should 
form only a small part of postgraduate courses for G.P.s. 
I have practised psychotherapy in nmiy general practice 
for over 10 years, but it is only since I attended a course 
of instruction at the Marlborough Day Hospital that I 
gained sufficient insight into my own emotional 
problems, and orientation as to the aetiology of the 
various mental disorders, to enable me to take any real 
impression on these patients in my practice. The course 
continued over a period of about two years and 
consisted of weekly lectures and seminars, weekly case 
conferences, a training course for group psychotherapy, 


and a personal training analysis carried out by an 
analytically orientated psychiatrist, including abreactions 
under lysergic acid and methyl amphetamine. Clinical 
assistantships are offered to those who are interested. 

The family doctor is in a strong position to be able 
to help his patients in the early stages of mental ill- 
health by early recognition of symptoms and by helping 
him to resolve his conflicts. The therapist must, 
however, have the temperament and the training. He 
should be able to allow the patient expressions of 
hostility, without himself becoming aggressive. He 
must be self-critical and not allow his own emotional 
problems to clash with those of his patients, and must 
therefore have insight into his own conflicts. It will 
be necessary to «vid being too authoritative and 
directive in an atte: )pt to solve the patient’s problems ; 
therapy should aini at giving the patient sufficient 
insight to enable him to solve his own difficulties, and 
suggestions should only be made when the patient is 
ready, through this insight, to accept them. 

These, of course, are my own subjective experiences 
in the handling of such patients. Many practitioners 
will have experienced things differently, but with all 
humility I should like to formulate the following rules 
which I have found useful in the treatment of my 
mentally ill patients in general practice, and hope that 
they may be of some help to the younger practitioner : 

1. Allocate a certain number of sessions per week to these 
patients. I have allocated two-and-a-half-hour sessions on 
four afternoons per week, and limit the number of patients 
interviewed at each session to three, giving each patient 
about 45 minutes of my time. 

2. A thorough physical examination is essential in the 
first session to ensure that the patients’ symptoms are in 
fact mental and not physical. 

3. Careful selection of patients. I find that anxiety 
neurosis, organic disease with anxiety overlay, certain 
psychosomatic symptoms such as asthma, colitis, dysmenor- 
rhoea, gastritis, and various skin disorders, and a number 
of social and sexual difficulties causing symptoms, respond 
well to limited treatment by psychotherapy, in certain cases 
reinforced by hypnoanalysis. The hysterias, the compulsion 
neuroses, the depressions, and all the psychotic and pre- 
psychotic Wlnesses I find most unsuitable for treatment in 
general practice. These cases require a much deeper 
analysis in skilled hands using all the amenities available 
only to hospital practitioners, and inadequate attempts may 
well precipitate a frank psychosis in a pre-psychotic patient, 
some of which may end in suicide. 

4. The therapist should avoid at all costs argument about 
the patient’s symptoms, but should encourage him to talk 
about his problems, and only when he has sufficient insight 
should he suggest ways in which he can change his thought 
and action processes. The therapist should never show 
disapproval of the patient’s behaviour and should at all 
times be permissive. 

Finally, I would say that just as in all other branches 
of medicine and surgery a sound knowledge of patho- 
logy provides a solid foundation on which to build a 
treatment programme, so a sound knowledge of 
psychopathology is essential before one can hope to 
adequately treat the mentally ill—I am, etc., 


Northolt, Middlesex. L. M. Henry. 


Child Psychiatry 
Sir,—As another married woman doctor with a 
family, exhausted by doing full-time summer locums, I 
am in complete agreement with Dr. B. K. Attlee 
(September 3, p. 737) and Dr. Freda Reed (p. 738). 
Whilst doing these locums I have been horrified at the 
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waiting-lists for and local lack of child-guidance clinics. 
I have always been interested fn child psychiatry— 
and this interest has grown whilst watching, with 
fascination, my two-year-old’s development. 1 would 
willingly attend a training course at a child-guidance 
centre, whereas any sort of full-time residency would 
be out of the question. But I write this letter with a 
sense of frustration. There must be hundreds of 
women doctors like us willing and eager to do this work 
if suitably trained—but what authority is going to read 
our letters and do something about it? No, the cry 
will continue to the parent and G.P.—* This child will 
have to go on the waiting-list—we are so short of 
staff.”—I am, etc., 


London N.20. BARBARA K. HOWELLS. 


Cat {Phobia 


Sir,—Dr. Edward Glover (August 27, p. 671) 
considers that I am guilty of a gross inaccuracy when 
I say that he disavows any claims to the therapeutic 
usefulness of psycho-analytic methods. In his book 
The Technique of Psycho-Analysis,’ in the chapter 
entitled ‘“‘ The Therapeutic Criteria of Psycho-Analysis,” 
two very significant sentences can be found: (1) “I 
have included therapeutic efficacy in the list of 
unwarranted assumptions ” (p. 376); and (2), “ Having 
excluded the factor of therapeutic efficacy we are left 
with about 24 main factors with which to attempt a 
definition or standardization of psycho-analytic therapy ” 
(p. 377). These sentences read in their context were 
interpreted as meaning that Dr. Glover has no con- 
fidence in the therapeutic efficacy of psycho-analysis. 
Difficulties of communication are notorious, and this 
may be a misinterpretation. 

Dr. Glover has never seen the patient, yet he 
maintains that her conflicts are unresolved. One year 
after the commencement of treatment the patient is 
now a happier woman than she has been for many 
years; there is no evidence of symptom substitution, 
nor of incapacitating mental conflicts. My colleague, 
Dr. H. L. Freeman, adds that it would seem only 
reasonable to explore the usefulness of any method 
which might afford relief of a patient’s psychiatric 
symptoms. We presented our conclusions tentatively 
with a view to stimulating discussion, but with no 
particular axe to grind. 

In my discussion of the dream sequence a proof- 
reading error occurred. The patient was in fact able to 
tolerate larger and larger cats in her dreams without 
severe anxiety, and not as is printed “ with severe 
anxiety.”—I am, etc., 

Institute of Psychiatry, 


The Maudsley Hospital, 
London S.E.5. 


DONALD C. KENDRICK. 


REFERENCE 


’ Glover, E., The Technique of Psycho-analysis, 1955. Bailliére, 
Tindall and Cox, London. 


Huntington’s Chorea 


Sir,—I read with interest Dr. J. J. A. Reid’s con- 
tribution (August 27, p. 650). In 1945, while acting as 
regimental medical officer to the Tenth (Royal Fusiliers) 
Medium Regiment R.A., I was stationed for a short 
time in the small town of Markela, some twenty miles 
west of Enschede in Holland. Through the courtesy of 
the local doctor I was privileged to see, with one excep- 
tion, an entire generation of one family who suffered 
from Huntington’s chorea, and neither of whose 





parents suffered from the disease. In this case also the 
father was dead. The mother was 73 years of age at 
the time. 

The family in descending order of seniority consisted 
of two sisters and four brothers ranging from over 50 
to about 30 years of age. The only member of the 
family I did not see was the youngest brother, who 
worked in Enschede, although the doctor informed me 
that early signs of the disease were present in his case 
also. The progressive nature of this condition was 
exemplified in an unforgettable manner in this extra- 
ordinary family. From the eldest sister, who looked 
older than her mother and was quite demented, and 
who, like Dr. Reid’s II 8, could make only unintelligible 
noises, down through the various degrees of mental 
deficiency, ataxia, and bilateral chorea, this was a 
complete clinical demonstration of Huntington’s chorea. 

The doctor told me that there was some evidence to 
show that the disease was hereditary on the mother’s 
side of the family —I am, etc., 


Renfrew. DUNCAN R. MARTIN. 


Hypnotic Treatment of Asthma 


Sir,—Dr. Griffith Edwards in his paper (August 13, 
p. 492) on the hypnotic treatment of asthma makes the 
plea for a controlled trial in hypnosis. Such a trial is 
described in the British Journal of Diseases of the 
Chest by Drs. Morrison Smith and Burns, in a paper! 
on the treatment of asthmatic children by hypnotic 
suggestion. One of the methods of objective assessment 
used was respiratory function tests. Hypnotic sugges- 
tion on four occasions at weekly intervals failed to give 
any objective improvement, either immediate or 
delayed, in a series of 25 children treated. The most 
interesting observation in the paper to my mind is that 
the psychiatrist confidently expected good results. This 
paper once again stresses the importance of the neces- 
sity for controlled statistical experiments rather than 
dogmatic statements on the results, cause, and treatment 
of asthma.—I am, etc., 

Allergy Department, A. W. FRANKLAND. 


The Wright-Fleming Institute of Microbiology, 
St. Mary’s Hospital, London W.2. 


REFERENCE 
‘ Morrison Smith, J., and Burns, C. L. C., Brit. J. Dis. Chest, 
1960, 54, 78. 


Sir,—I would like to compliment Dr. Griffith 
Edwards (August 13, p. 492) on his enterprising 
activities with regard to the hypnotic treatment of 
asthma. There is obviously a field for scientific 
investigation in this particular form of therapy, and 
I agree with Dr. Edwards that much of the literature 
on this subject has been, to say the least, rather fanciful 
and optimistic. However, I personally would assure 
Dr. Edwards that, if hypnotherapists could not obtain 
better results than he published, they would not be in 
practice for very tong. 

I would suggest that he was at fault in having chosen 
to use a hypnotic technique which we know to be 
generally unsatisfactory. The pattern of suggestions 
which he has described should not be expected to have 
a lasting effect, and hence his findings tend to give a 
false impression. On the basis of his technique he 
should have confined his findings to “ immediate relief ” 
only. But, against this, it is surely common knowledge 
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how frequently cases of status asthmaticus become 
“cured” on their entry into a hospital ward. The use 
of a spirometer, though scientific, has little value in 
actual practice where the best of all tests is, How much 
better is my patient both in mind and in ability to 
perform his normal function without undue dyspnoea ? 
—TI am, etc., 

Manchester 2. S. F. GILBERT. 


Dilemma of Implant Surgery 


Sir,—The present position as regards metallic 
implants in orthopaedic surgery (August 13, p. 516; 
August 27, p. 663) can really be simplified considerably. 
If temporary fixation only is required, for example in 
the treatment of fractures, then 18/8 SMo stainless steel 
is quite satisfactory, but if a permanently functioning 
metallic implant is required—for example, in an 
artificial joint—then it is essential to use the most inert 
material available, which is cobalt-chromium alloy, as 
it is essential for the apparatus to remain tightly 
implanted in the bone in order to obtain a successful 
result. 

An artificial joint of cobalt-chromium alloy has a 
reasonable chance of remaining tightly embedded in the 
bone. If, however, 18/8 SMo stainless steel is used, the 
prosthesis will become loose and will then give rise to 
pain and a poor result.—I am, etc., 

Norwich. G. K. McKEE. 

Sir,—I have read with much interest the leading 
article on the “Dilemma of Implant Surgery” 
(August 13, p. 516), and was very surprised to find that 
there was no mention of this branch of surgery in the 
dental field. May I therefore commend to your notice 
the work of Professor Mack!? on dental implants in 
metal for stabilizing dentures in edentulous lower jaws ? 
—TI am, etc., 

Machynlleth, Montgomeryshire. 

REFERENCES 


1 Mack, A., Brit. dent. J., 1954, 96, 151. 
? —.. Tbid., 1955, 99, 287. 


E. Davies-THOMaS. 


Pretibial Myxoedema 


Sir,—Pretibial myxoedema was first described by a 
Bristol physician, Dr. P. Watson-Williams,' in 1895, 
and since then there has been much discussion and 
controversy concerning the nature of this condition. 
The paper by Dr. T. M. D. Gimlette (July 30, p. 348) is 
therefore of considerable interest. 

In a recent paper? I showed that the clinical triad of 
endocrine exophthalmos, pretibial myxoedema, and gross 
digital clubbing is not so rare as might be expected from 
the paucity of published reports. The necropsy findings 
in two of these cases merit particular attention. One 
patient had an eosinophil adenoma of the pituitary 
gland**; the other had eosinophil hyperplasia of the 
anterior lobe of the pituitary.® 

In 23 cases of pretibial myxoedema presented by 
Dr. Gimlette, 6 patients had thyroid acropachy* and 
exophthalmos. In 3 of these cases the exophthalmos is 
described as being mild and in the other 3 as being 





*Dr. Gimlette, among others, prefers to use the term thyroid 
a, or acropachy which is synonymous with clubbing. A 
review of the literature must quote accurately the authors con- 
cerned, and in answer to Dr. Pappworth’s® inquiry, this is the 
reason why in my earlier paper the simpler phrase digital clubbing, 
which was used in the title and in my case commentaries, was 
jater replaced by acropachy. 


moderate or severe with ophthalmoplegia. As the 
incidence of pretibial myxoedema in patients who had 
received treatment for hyperthyroidism is given as 4.3%, 
it is evident that the association of pretibial myxoedema, 
endocrine exophthalmos, and digital clubbing may be 
found in approximately 1% of treated cases of 
thyrotoxicosis. 

I also described the development of severe clubbing 
of the fingers and toes and exophthalmic ophthalmo- 
plegia in a patient with a toxic goitre and stated that no 
other case of gross digital clubbing in untreated active 
thyrotoxicosis appears to have been reported previously. 
In Dr. Gimlette’s series, pretibial myxoedema was 
already present before hyperthyroidism was treated in 
9 patients and developed after treatment in 13 patients. 
In one other case described the patient was never hyper- 
thyroid and presented with marked exophthalmos and 
ophthalmoplegia. Severe pretibial myxoedema occurring 
after treatment was associated with the later develop- 
ment of thyroid acropachy in 6 patients. 

The fact that pretibial myxoedema and exophthalmic 
ophthalmoplegia occurs in hyperthyroid, euthyroid, and 
induced euthyroid and hypothyroid states adds further 
support to the view that this syndrome, with or without 
digital clubbing, is a clinical manifestation of pituitary 
dysfunction. The importance of the role of the pituitary 
gland in the pathogenesis of this syndrome is still not 
fully understood. I have previously suggested’ that 
further information might readily become available if 
clinical assay of the anterior-lobe hormones in the serum 
and examination of the anterior lobe of the pituitary 
gland at necropsy were performed in cases of exoph- 
thalmic ophthalmoplegia with pretibial myxoedema and / 
or gross digital clubbing.—I am, etc., 


Princess Margaret Hospital, 
Swindon. 


A. G. FREEMAN. 


REFERENCES 


' Watson-Williams, P., Clin. J., 1895, 7, 93. 

? Freeman, A. G., Lancet, 1958, 11, 57. 

* Greene, R., Proc. roy. Soc. Med., 1951, 44, 159. 
* —— Personal communication, 1958. 

® Levitt, T., The Thyroid, 1954, p. 325. Edinburgh. 
® Pappworth, M. H., Lancet, 1958, 2, 323. 

* Freeman, A. G., ibid., 1959, 1, 888. 


Is Trichomonal Infestation Venereal ? 


Sir,—Dr. F. L. Lydon (July 30, p. 390) is surely right. 
Trichomoniasis cannot yet be summari'y labelled as 
just another venereal disease. As far as we know—and 
indeed we still don’t know much—the condition seems 
to be acquired by women more often than not acciden- 
tally, and, as Dr. Lydon points out, its prevalence in men 
neither approaches nor parallels that among women. 
In fact, there is still no certain evidence that the 
parasite per se is solely accountable for the distressing 
symptoms associated with a so-called trichomonal 
vaginitis. Many of us are familiar with the clinically 
typical case from which the organism could not be 
isolated, as also with the all but asymptomatic patient 
whose scanty vaginal secretions are found to be teeming, 
inter alia, with trichomonads. 

Though some of us have thought about it for many 
years, the problem of finding a completely satisfactory 
euphemism for the V.D. clinic is still unsolved, and the 
truth of the tag, “a rose by any other name,” is apposite. 
One thing, however, is certain. A friendly atmosphere 
in the clinic, coupled with an efficient service, does much 
to counter the effect of an ugly, inaccurate, and, to 
many, a frightening title. It is, I think, the word 
“‘ disease” even more than “ venereal” that does most 
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to engender distaste, disgust, anxiety, and even terror 
in many patients. “I haven’t got a disease, have I, 
Doctor?” “Ailments,” “ disorders,” “‘ complaints,” or 
even the ever useful “conditions” would all seem 
more acceptable and indeed more accurate in describing 
the scope of the clinic of to-day. 

Finally, might it not be better if Dr. Lydon dropped 
the word “ medical ” from his suggested title? Many 
of the conditions dealt with in the clinics are equally 
surgical and gynaecological, and the memory of John 
Hunter, Benjamin Brodie, Abraham Colles, Jonathan 
Hutchinson, to name but a few of the surgical founders 
of the specialty of venereology in these islands, should 
not be allowed to fade.—I am, etc., 


Co. Wicklow. G. L. M. McELLIGorTT. 


Crime and Sin 


Sir,—May I be allowed one comment on Dr. R. H. 
Ahrenfeldt’s letter on “Crime and Sin” (August 13, p. 
539)? Referring to the Catechism of 1549, he states 
that the question: “‘ What dost thou chiefly learn from 
these Commandments ? ” (i.e., the Decalogue, which, as 
he rightly points out, is quoted in the Catechism in the 
Exodus version) is answered in terms of duty towards 
God and duty towards one’s neighbour. So far, so 
good. Unfortunately he goes on to draw a false 
distinction between Old and New Testament command- 


ments, and Jewish and Christian ethics, in stating that’ 


these “New Testament Commandments (Matthew, 
xxl, 37-40) are not in the Decalogue of the Hexa- 
teuch . . . and are separated from the Decalogue by 
six Or seven centuries.” 

Here, however unintentionally, he gives a quite false 
impression, for while it is true that these two command- 
ments are not contained in the Decalogue, they are 
certainly to be found in the Hexateuch: the first in 
Deuteronomy, Vi, 5, and the second in Leviticus, xIx, 
18, whence they were quoted, according to the Gospel 
narrative, not only by Jesus (as in Matthew, xxi), but 
also by “a certain lawyer” (as in Luke, x, 25-28) as 
summarizing what was already “written in the Law.” 
These “ two Commandments” are, in fact, and always 
have been, accepted by Jews and not by Christians only 
as the quintessence of “ the Law.”—I am, etc., 

W. W. SIMPSON, 


General Secretary, 
The Council of Christians and Jews. 


London W.C.2. 


Artificial Insemination 

Sir,—I have recently read the Report of the Depart- 
mental Committee on Human Artificial Insemination.' 
The general conclusion to which the Committee have 
come as a result of their inquiries is that A.I.D. is an 
undesirable practice, and they express the hope that it 
will diminish or entirely disappear. 

A little more than sixteen years ago you published a 
letter? which I wrote suggesting that we should beware 
about condoning the practice of A.I.D. It seems rather 
lamentable that it should have been left to a Depart- 
mental Committee to express such an adverse opinion 
before the medical profession has even yet, as far as I 
am aware, expressed its own opinion whether A.IL.D. 
should be considered an ethical procedure or not, a 
procedure from which an element of fraud appears to 
be inseparable. I cannot myself dismiss the feeling that 
those who practise A.I.D. exemplify what the ancient 
Greeks termed 68ess—arrogance in donning the mantle 


of a god, by assuming their own competence to choose 
the paternity of the child whom it is hoped to produce. 

The advocates for the practice of A.I.D. maintain, as 
I understand it, that childlessness can, in certain cases, 
be a serious psychological trauma to a wife, which may 
be eliminated by the birth of a child, and that A.I.D. is 
therefore a justifiable therapeutic measure. But hard 
cases make bad law, and it might be said that a similar 
kind of argument might be advanced to justify murder. 
An obnoxious mother-in-law, for instance, could like- 
wise constitute a serious psychological trauma to a 
daughter-in-law and be liable to wreck her marriage. 
Is it to be accepted that the “liquidation” of such a 
mother-in-law would be a justifiable measure ? Facilis 
descensus Averno !—I am, etc., 

Lodsworth, Sussex. J. R. A. TODHUNTER. 
REFERENCES 


* Cmnd, 1105, 1960. H.M.S.O., London. 
? Brit. med. J., 1944, 1, 25. 


*,"The 1959 Annual Representative Meeting rejected an 
amendment to the Supplementary Annual Report of Council 
that “the Council be instructed to give evidence covering 
the ethical and medico-legal aspects of A.I.D. before the 
Departmental Committee ” on the grounds that the Associa- 
tion’s evidence should be confined to matters within its 
“expert knowledge ” (Supplement, July 25, 1959, p. 13).— 
Ep., B.M.J. 


Sewage in the Sea 


Sir,—While I should like to congratulate Dr. K. J. 
Grant on his amusing letter (September 3, p. 735) I 
think he has gone a little too far in confusing Dr. J. D. 
Kershaw’s opinion (July 30, p. 385) on this subject. 
Water-borne disease is not the same thing as disease 
from sewage in the sea. Sea-water containing a fine 
suspension, and solutions of sewage may be relatively 
harmless owing to the action of the sea-water upon the 
organisms. However, when solid lumps of faeces of 
visible size are encountered, the risk must be very 
different. In the interior of these lumps the organisms 
may remain protected and relatively unharmed by sea- 
water. Contact with such solids and possible ingestion 
or inhalation must, in the opinion of most public health 
medical officers, “ remain dangerous until proved other- 
wise.” —I am, etc., 


Health Department, 
Sonth Wiltshire Districts. 


F. J. G. LISHMAN. 


Lumbar Puncture of Apprehensive Patients 


Sir,—Lumbar puncture is normally a straightforward 
procedure. However, with apprehensive or restive 
patients this procedure may be difficult, if not 
impossible. For such patients, the attempt at lumbar 
puncture may produce increased fear of other diagnostic 
procedures, and may be associated with unavoidable 
accidents such as the fracture of a needle when in situ. 
The administration of a general anaesthetic to patients 
who require a lumbar puncture is an accepted technique 
for those who are restive or in whom previous attempts - 
have failed. 

During the last few months I adopted the following 
technique for five such patients, and it may be of interest 
to those faced with a similar problem. The patients 
were female and of average weight, except for one who 
weighed only 5 st. 11 lb. (36.8 kg.). The patients were 
given a relatively fast intravenous injection of hydroxi- 
dione. The solution was prepared by dissolving 0.5 g. 
of “ viadril” in 20 ml. of sterile water. Care was taken, 
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during the administration of this anaesthetic, to ensure 
that there was no subcutaneous leakage. 0.5 g. was 
used for each patient, except the patient who weighed 
5 st. 11 lb. She was given 0.25 g. After about five 
minutes the patients were anaesthetized deeply enough 
for the lumbar puncture to be carried out at leisure by 
a colleague. 2 

The patients recovered consciousness within half an 
hour. There have been no complications to date with 
this technique. The blood-pressure, pulse, and respira- 
tion were not affected significantly, and there was no 
vomiting. 

The technique described is simple and effective. The 
onset of anaesthesia is fairly rapid, relaxation is excel- 
lent, and recovery smooth. Although volatile anaes- 
thetics were always available these were not required. 
The only hazard with a steroid anaesthetic of this type 
is venous irritation and phlebitis, which may occur if 
the injection is not given directly into the lumen of the 
vein. Care must be taken to prevent any subcutaneous 
leakage of the injected fluid—I am, etc., 


Crichton Royal, 
Dumfries. 


J. GREY. 


‘‘ Urgent Appointment ”’ 


Sir,—Just before leaving for holiday I was asked on 
the telephone to fit in an appointment as a matter of 
urgency. As the speaker then mentioned that he was a 
“‘ medical man,” I cancelled an existing appointment in 
order to see him. 

On his arrival I found my visitor to be the representa- 
tive of a German pharmaceutical firm who wished to 
get my interest for a lotion with which to cure 
rheumatism. After our interview he apologized for 
the trouble caused ; and within a few days a colleague 
rang to tell me that he had arranged to see him in view 
of the great interest which he had been told by the same 
representative that I was taking in this product. This 
week I have received, on my return, a large sample of 
the lotion on which I have had to pay £1 import duty. 

Comment upon this type of transaction seems to be 
superfluous.—I am, etc., 


London W.1. W. S. C. COPEMAN. 


POINTS FROM LETTERS 


Reaction after Saccharated Iron 

Dr. M. C. Watsa (Bombay) writes: With reference to the 
letter by Dr. J. Daff (July 9, p. 147) a similar anaphylactoid 
reaction was seen in a few cases among the large number 
given intravenous iron, some years ago, at the Nowrosjee 
Wadia Maternity Hospital, Bombay. This severe reaction, 
or others not so severe, did not necessarily occur during 
the first injection but often occurred later, even after the 
seventh or tenth injection. 


“ Imferon ” 

Drs. N. F. Cockxetr and S. A. W. Taycor (Church of 
South India Hospital, Dudgaon, South India) write: It is 
realized that in England, where the expectation of life at 
50 is still considerable, if the suggested dangers [of 
“imferon ”’] are proved, the results will be unpleasant... . 
But here the chances of many people living to the age of 
50 are not very bright. Imferon may decide not whether a 
patient dies at the age of 50 but whether she survives her 
next delivery, or he his next attack of hookworm. Recent 
and numerous severe reactions to intravenous iron have 
discouraged our using it, and, even if it was more reliable, 
it is unfair to ask nurses to give it. 


Obituary 








Sir HAROLD GILLIES, C.B.E., F.R.C.S. 
Hon.F.R.A.C.S., Hon.F.A.CS. 


Sir Harold Gillies, whose fame as a plastic surgeon was 
world wide, died in the London Clinic on September 
10, aged 78. He was consultant plastic surgeon to 
St. Bartholomew’s Hospital and had been consultant 
adviser in plastic surgery to all three Services, to the 
Ministry of Health and the Ministry of Pensions, and 
to numerous public bodies and institutions. A man of 
great versatility and inventiveness, he had long been 
a leading personality in the surgical world, and many 
plastic surgeons in Britain and elsewhere are indebted 
to him for their training and for help in their careers. 


Harold Delf Gillies was a 
New Zealander, like his 
cousin and _partner-to-be, 
the late Sir Archibald 
Mcindoe. Born at Dunedin 
on June 17, 1882, he came 
of a distinguished family. 
His father was a land agent 
and a member of the New 
Zealand House of Represen- 
tatives, and his mother was 
a member of the Street 
family of Birtley, _ near 
Guildford. Edward Lear, 
the writer of nonsense verses 
and landscape painter, was 
his great-uncle. Educated at 
Wanganui College, where he 
was captain of cricket, he went on to Caius College, Cam- 
bridge, where he distinguished himself as a sportsman, 
rowing number seven in the Boat Race of 1904, and playing 
golf for the university for three years. He continued his 
medical training at St. Bartholomew’s Hospital, qualifying 
in 1908 and taking the F.R.C.S. in 1910. 

After qualification he held house-appointments at Bart’s 
and then developed an interest in otolaryngology. For 
some years he worked as an assistant to Sir Milsom Rees, 
and became surgeon to the ear, nose, and throat department 
at the Prince of Wales’s General Hospital, Tottenham, and 
pathologist at the Throat Hospital, Golden Square. Early 
in the first world war he joined the R.A.M.C., and when 
on leave in Paris he met Hippolyte Morestin, who was a 
pioneer in maxillo-facial surgery. Realizing the need for 
the skilled treatment of facial wounds, Gillies impressed his 
seniors with his views, and he was sent back from France 
to open a unit at Aldershot for the treatment of facial 
injuries. 

In 1917 the unit was moved to the Queen’s Hospital, 
Sidcup, which soon became the largest centre of its kind 
in the world. By the end of the war some 11,000 patients 
had passed through his hands. Gillies was appointed O.B.E. 
= a? for his wartime services, and promoted C.B.E. in 
1920. 

After the war he began to apply the lessons learned in 
military surgery to civilian practice, and his first appoint- 
ment as a plastic surgeon was at the Prince of Wales’s 
Hospital. Later he was elected to the staff of St. 
Bartholomew’s Hospital and was appointed consultant in 
plastic surgery to the Royal Navy; the R.A.F.; the Queen 
Alexandra Military Hospital ; St. Andrew’s Hospital, Dollis 
Hill ; St. James’s Hospital, Balham ; the North Staffordshire 
Royal Infirmary ; the L.C.C.; and the Ministries of Health 
and Pensions. He was knighted in 1930. 

During the second world war he was closely concerned 
with the medical organization for the treatment of 
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casualties, and the plastic surgery unit at Rooksdown House, 
Basingstoke, of which he was director, became one of the 
most important plastic surgical centres in Britain. At the 
same time he continued his work for the Services, and was 
an honorary brigadier in the R.A.M.C. 

Sir Harold Gillies was an honorary fellow of the Royal 
Australasian College of Surgeons, of the American College 
of Surgeons, and of the Royal Society of Medicine, and in 
1946 he was elected the first president of the British Associa- 
tion of Plastic Surgeons. He was also honorary president 
of the International Society of Plastic Surgeons. In 1923 
he was decorated by the Danish Government for his treat- 
ment at Copenhagen of numerous casualties after a 
phosphorus bomb explosion in a ship of the Royal Danish 
Navy, and in 1948 by the Norwegian Government for his 
work during the second world war. 

Outside his professional work Sir Harold was noted for 
his skill as a golfer—-he played for England against Scotland 
in 1908, 1925, and 1926, and won the St. George’s Grand 
Challenge Cup in 1913—and as a painter. A year ago a 
large exhibition of his paintings was held at Foyle’s Art 
Gallery. 

Sir Harold Gillies married Kathleen Margaret Jackson 
in 1911. She died in 1957, and he married, secondly, Miss 
Marjorie E. Clayton, for many years his surgical assistant, 
who survives him, together with two sons, one of whom is 
a doctor, and two daughters of the first marriage. 


We are indebted to Mr. RAINSFORD Mow Lem for the 
following appreciation: The factual chronicle of Géillies’s 
achievements will refresh the memories of those who knew 
him, both as a somewhat unethical golfer and fisherman and 
also as an outstanding surgical pioneer. The list of his 
appointments and his honours will serve to show how much 
his skill was appreciated both by his own people and by 
those of foreign lands. These things are related elsewhere. 
Here we are more concerned to try to tell something of 
the man himself, of his mercurial mind and of his constant 
search for new ways of meeting old problems, so that those 
who knew him only as a “name” may have some small 
insight into what made him great—for great he undoubtedly 
was. 

Firstly, of course, he was a great technician to whom the 
ability to “do” things was of paramount importance. This 
skill was the foundation on* which was erected all the vast 
edifice that amounted to an international reputation. By 
itself, of course, the skill would have been of little avail 
had it not been allied with a restless, imaginative, and 
ingenious mind which was completely untrammelled by any 
preconceived ideas as to how things “should be done.” 
With these attributes it was inevitable that the challenge 
presented in the repair of the destructive lesions of the first 
world war should be wholeheartedly accepted. He was 
fortunate (or should we say persistent) enough to persuade 
the War Office that these men presented a unique and, at 
that time, unsolved problem. The first step in finding 
a solution lay in assembling a highly skilled team of 
surgeons and anaesthetists at Sidcup, a hospital specially 
designated for repair surgery. Little by little knowledge 
was gained and techniques were evolved which were the 
very beginnings of reconstructive surgery as we know it 
to-day. 

The end of the first world war meant the dissolution of 
the service so painstakingly built up, and had it not been 
for another of Gillies’s characteristics it is possible that little 
more would have been heard of the specialty until the 
second world war with its appalling demands. He had the 
vision and the courage to elect to continue in civilian 
practice a specialty which was thought to have its applica- 
tions only in war. In this he was aided and abetted by 
Professor T. Pomfret Kilner, who stayed with him. In 
the ’twenties these two men proved that the need for recon- 
structive work in peace-time is almost as great as it is in 
war. 


There is no one here to-day in this specialty who does not 
owe much of his knowledge and some of his craft to the 
techniques and adaptations elaborated in those early years. 
The passage of time made but little impact on the charac- 
teristics of the man. The stresses of a second world war 
and the load it entailed did nothing to damp his enthusiasm 
and very little to curb the tendency to practical joking— 
most frequently on totally unexpected occasions. It crops 
up even in his latest book—of which, incidentally, he was 
co-author at the age of 75. 

So there he was—technically brilliant, imaginative, and 
yet tenacious; somewhat puckish and faintly intolerant, 
especially of those who would not help; but above all 
capable of evoking an enormous though sometimes 
unwilling affection in all those who knew him well. With 
him there passes an era—an era he created almost single- 
handed. 


J.C.N. writes: Although no doubt many eminent 
persons, particularly in the specialty that he took so large 
a part in creating, will write in honour of Sir Harold Gillies 
I should appreciate the opportunity of adding my tribute to 
the memory of an old master. Thirty years ago, when 
Sir Harold was appointed to the staff at Bart’s, I had the 
inestimable benefit of being detailed to act as his first (part- 
time) house-surgeon. In those days, although he had 
enormous prestige in the outside world, the facilities granted 
to him at the hospital were somewhat meagre and he was 
mainly dependent for beds on the good offices of other 
friendly members of the honorary staff. One of my prin- 
cipal functions was, therefore, to beg, borrow, or steal beds 
for his xumerous patients. In return for my efforts, he took 
a goo’ deal of trouble to try to teach me firstly to think 
and secondly to operate in a manner of which he could 
approve. Some of these lessons I have never forgotten, and 
of all my old chiefs, I think he is still the one most often 
quoted by me to my juniors. When I had completed my 
appointment, he presented me with one of the needle- 
holders known by his name (suitably engraved), in the hope 
that he had taught me to use it in a proper manner. In 
war and peace I have used it or its successors ever since. 

In a varied surgical career I have seen or worked under 
many distinguished surgeons, but in some ways Gillies left 
the deepest impression on me. He had a most active and 
ingenious mind in addition to a capacity for taking infinite 
pains, and had brilliant surgical technique. His views on 
those aspects of surgery in which he was interested could 
not allow him to contemplate any limits to the possibilities 
of what could be done. As a surgical pioneer he was world 
famous ; he could be exasperating to a degree to work with, 
for his artistic temperament occasionally led him into 
surgical extravagances out of proportion to probable 
benefits, and he had very little sense of time; but he had 
such original qualities of mind and the capability of con- 
ceiving ideas and putting them into effect that he was 
entitled to be regarded as a true genius (often a much- 
abused expression). 

British surgery has lost two great figures during the past 
week by the passing of Sir Gordon Gordon-Taylor and Sir 
Harold Gillies. To those of us who were starting on a 
surgical career in the ’twenties and early "thirties these two 
men were regarded as great surgical products of the 1914-18 
war. It is a sad reflection that so many of the great surgical 
advances have originated during great wars, and it is also 
fair to say that the wars of this century have been the 
breeding-ground of the greatest surgeons of our time, of 
which these two men were pre-eminent examples. 


MARJORIE W. WARREN, C.B.E., M.R.C.S., L.R.C.P. 


Dr. Marjorie W. Warren died on September 5 after a 
car accident near Metz in eastern France. A leading 
specialist in geriatric medicine, she was consulting 
physician to the geriatric unit at the West Middlesex 
Hospital, Isleworth. She was 62 years of age. 
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Marjorie Winsome Warren was born on October 28. 
1897, and was educated at the North London Collegiate 
School and the London School of Medicine for Women. 
After qualifying in 1923 she held a variety of house posts at 
the Royal Free Hospital and the Elizabeth Garrett 
Anderson Hospital. In 1926 she was appointed assistant 
medical officer at the West Middlesex Hospital, which 
was at that time under the control of the Brentford 
board of guardians. At first her interests were general 
and included both medicine and surgery. Her energy 
and enthusiasm soon brought her promotion and added 
responsibilities, and by 1931 she had been given the appoint- 
ment of deputy medical superintendent. She showed herself 
intensely interested in all details of the hospital work and 
management, and rapidly became the trusted and very 
efficient “ right-hand man” as well as the devoted friend 
and colleague of the medical superintendent, Dr. J. B. Cook. 
She took a keen interest in the growth of the hospital and 
was a willing adviser to junior members of the medical staff. 

When the administration of the hospital was taken over 
by the Middlesex County Council and the neighbouring 
infirmary became incorporated into the hospital, she took 
on much of the burden of the reorganization, and it was at 
this time she saw the possibility of aiding many of the aged 
and infirm patients. Quickly seizing the opportunity before 
her she became one of the pioneers of geriatric work in 
Britain, and her department became the centre to which 
medical men and women came to study the techniques of 
rehabilitation she applied to patients regarded as beyond 
need of treatment. All who studied her methods were 
impressed by her enthusiasm and her detailed knowledge of 
the problems to be faced. She demonstrated her work in 
several cinematograph films which were used for teaching 
purposes and were dispatched to many centres overseas. 
Later she herself journeyed to many countries, including 
North America and Australia, lecturing and attending con- 
ferences on geriatrics. She was international secretary of 
the International Association of Gerontology, and this year 
at the Annual Meeting of the B.M.A. in Torquay she was 
president of the Section of Gerontology, having previously 
been vice-president of the section in 1950. She had also 
been a member of the B.M.A.’s Committee on the Care of 
the Elderly and Infirm. Several of the papers Dr. Warren 
wrote were published in this journal, and only a few weeks 
ago (June 18, p. 1876) she contributed a notable article on 
“ Drugs in the Treatment of Old People” to the series on 
“ Drug Treatment of Disease.” 

In recognition of her distinguished and tireless work she 
was appointed C.B.E. in June, 1959. 

Dr. Warren’s old patients will feel that they have lost not 
just a wonderfully helpful doctor, but a real friend. To her 
colleagues the sudden death of one who was always so 
intensely alive seems impossible, and it will be strange tosee 
no more that tall, alert figure, striding around the hospital 
grounds, with her team struggling to keep pace both with 
her steps and with her rapid flow of ideas. To die while 
on active duty would certainly have been her wish, but to 
her many friends and colleagues her violent and tragic 
death is a great sadness and loss.—M. M. D. 


M.S. writes: Dr. Marjorie Warren will be greatly missed 
by a great body of doctors, both young and old. She was 
regarded by many geriatric physicians, both senior and junior, 
as “the high priestess” of geriatrics. One of the pioneers 
in this field of medicine, she did not spare herself in her 
work for the elderly. Everyone who has worked for her 
and has had the opportunity to meet her and see her 
methods has been influenced in some measure by her great 
missionary zeal. She was a hard taskmaster, and yet every- 
one liked working for “the chief.” Her quality of fairness 
and steadfast loyalty endeared her to many who came to her 
from all parts of the world. She will be remembered and 
mourned by all who have had the privilege of working with 
her in whatever capacity—to her they were all her 
colleagues. 


T. E. JONES-DA‘’'ES, M.D., F.R.C.P., D.P.H. 


Dr. T. E. Jones-Davies, consultant physician to the West 
Wales General Hospital, Carmarthen, died on 
August 25 in Morriston Hospital after a short illness, 
aged 54. He was a Deputy Lieutenant and former 
High Sheriff of Carmarthenshire. 


Thomas Ellis Jones-Davies was born on March 4, 1906, 
in rural Carmarthenshire, at Glyneiddan, Nantgaredig. He 
was the son of the late 
Mr. H. Jones-Davies, C.B.E.., 
who did so much for 
Welsh agriculture, and on 
his mother’s side he was a 
nephew of Thomas Ellis, 
Liberal chief whip in Glad- 
stone’s fourth government. 
Thomas Jones-Davies was 
educated at the Carmarthen 
Grammar School and St. 
George’s School, Harpenden. 
He went up to Caius College, 
Cambridge, to read agricul- 
ture, taking the Natural 
Sciences Tripos in 1928. He 
then decided to embark on 
a medical career, and after 
preclinical studies at King’s College, London, he went 
with a scholarship to St. George’s Hospital, where he 
won the Brackenbury prize in surgery, having previously 
won prizes in anatomy and physiology. Qualifying in 
1934, he became a house-physician and afterwards house- 
surgeon and casualty officer at the Hampstead General 
Hospital before returning to St. George’s to become house- 
surgeon to the ear, nose, and throat and ophthalmic 
departments. He took the M.R.C.P. in 1936, the D.P.H. 
in 1937, graduated M.B., B.Chir. at Cambridge in 1940, 
and proceeded M.D. in 1943 with a thesis on “ The inci- 
dence and epidemiology of tuberculous infections in the 
school population of rural communities.” He was elected 
F.R.C.P. in 1956. 

After a year as assistant medical officer with the Surrey 
County Council he became county medical officer of health 
to Radnorshire in 1938. After distinguished service in the 
war he returned to Radnorshire, but in 1947 he gave up 
public health and went to Carmarthen as a physician. When 
the National Health Service began he served the whole of 
the area of the West Wales hospital management committee. 
From 1950 he was able to concentrate on the eastern half 
of this area and made a valuable contribution to the 
development of a new base hospital in Carmarthen. 

The name of T. E. Jones-Davies will always be associated 
with Rugby football. He played (usually as fly-half or 
centre-threequarter) for his university, his hospital, the 
United Hospitals, Barbarians, Middlesex, London Welsh, 
and Llanelly. He played for Wales on four occasions in 
1930-1 and toured Australia and New Zealand with the 
British Rugby team in 1930, being second top scorer of 
points on that tour. Rugby was not his only sport. He 
played tennis and cricket for his college at Cambridge and 
for his hospital. In later life he took up golf, and in a 
comparatively short time achieved a handicap of 4 and 
survived to the quarter-finals of the Welsh Amateur 
Championship. 

Soon after the outbreak of the second world war he 
joined the R.A.M.C., and so began his interest in, and 
loyalty to, that Corps. He saw active service in North- 
west Europe, Italy, India, and finally in Japan. At the end 
of the war he was a lieutenant-colonel in charge of the 
medical division of a general hospital commanded by his 
friend the late Colonel G. S. N. Hughes, D.S.0. No ex- 
Serviceman asked for his help in vain, and inevitably he 
became chairman of the local branch of the British Legion. 
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He remained an officer in the Army Emergency Reserve, 
and from 1955 until earlier this year he was colonel com- 
manding No. 9 General Hospital, A-LE.R. In 1959 he was 
appointed an officer of the Order of St. John. 

Tom Jones-Davies could not resist the family tradition 
of politics. He was very active in the Carmarthen division 
elections in support of the Independent Liberal cause. For 
many years he was president of the Carmarthen division 
of the Liberal Association. He became a justice of the 
peace and Deputy Lieutenant of the County of Carmarthen. 
In 1953 he was High Sheriff of Carmarthenshire and so 
became the county’s third physician to take on the 
shrievalty. 

In recent years he had revived his interest in practical 
farming, directing in his old home the planning of a 
pedigree Friesian herd. He was immensely proud of his 
farm, and it always gave him very great pleasure to show 
his friends the lush Towy Valley fields and his splendid 
stock. 

A chronicle of achievements gives a quite incomplete 
picture of Tom Jones-Davies. In his professional life, his 
ebullient, kindly, and thoughtful character made his patients 
and his colleagues feel the better for seeing him. His own 
department in Carmarthen had a particular happy atmo- 
sphere, and had a well-earned reputation for a humanitarian 
approach to patients and relatives. With his colleagues 
and countless friends he was always good company: his 
personal charm and courtesy could dispel any discord. He 
must have known in the last few years that time was fast 
running out. Nevertheless, he kept up his multiplicity of 
interests and never complained. 
with tragic suddenness at the peak of an astonishing career. 
Fortunately it did not last long. He would have been the 
last person to accept and to live with a major disability. 
His passing was a great shock to all who knew him, and 
it is difficult to believe that he is no longer in his wards, in 
his fields, and among his friends. Sincere sympathy is 
extended to his widow and to his only son.—J. R.E. J. 


C.D.B. writes: Tom Jones-Davies will be especially 
missed by those of us who worked for him at Glangwili. 
His wide experience and knowledge, combined with his 
humility and keen interest in both patients and staff, made 
him a true physician-friend. He was more than that, 
though, for as a teacher he surpassed any I have met in 
four famous medical schools. His dictum when presented 
with a clinical problem was, “Consideration of anatomy, 
physiology, and pathology will lead to diagnosis.” In many 
ways it was a pity that his teaching ability did not have 
more outlet, but he was happy in his native Carmarthen- 
shire. If his worth was not more fully appreciated in “ the 
centres of higher learning in the east” (as he would say) 
then that was their loss, not his. His territory was large 
and his hours long, but he would always spare a word 
for some roadman on a lonely back-country road, and 
thought little of a 50-mile journey to help a harassed G.P. 
He would frequently refer to uncertanty in prognosis, 
saying, ““Over many of us the sword of Damocles hangs 
by a very tattered thread.” His own thread has snapped 
prematurely, and he will be widely mourned. 


R.L.R. writes: No one followed more the exhortation 
of his fellow countryman, “Do not go gentle into that 
good-night,” than Tommy Jones-Davies. Everything he 
touched he transfornied with the vigour and the enthusiasm 
of his personality. As a physician, a soldier, a sportsman, 
and politician he followed his bent and people followed 
him. He had not written a great deal in medical matters, 
although his knowledge was profound and extensive. His 
strength lay in the fact that he had returned to his people. 
Coming from a family with deep Carmarthenshire and 
Welsh roots and a long tradition of public service, he chose 
to return to them and work among them. “ Roedd gennym 
ffydd ynddo ”—We had faith in him—was a recurring theme 
during the past few days. He was at home with everyone ; 
his friends were among the most exalted and the most 


His terminal illness came _ 


humble. The text of his address at the funeral of one of 
his father’s farm-workers was, “ Da, was da a ffyddlon” 
(Well done, thou good and faithful servant), a fitting 
epitaph to himself. 


EDWARD J. REES, M.R.CS., L.R.C.P. 


Dr. Edward J. Rees, who practised at Pontypridd, 
Glamorgan, died suddenly on August 31 at the age of 
62. A much respected member of the medical pro- 
fession in South Wales, he was a Fellow of the British 
Medical Association and a member of the Central 
Health Services Council. 


Born on March 11, 1898, the son of a much loved prac- 
titioner, Dr. J. M. Rees, Edward John Rees was educated 
at King’s Cathedral School, 
Worcester. He went straight 
from school to the Army 
during the first world war, 
and served for three years 
in France in the Royal Field 
Artillery. On his return he 
joined the Cardiff Medical 
School, and later went to 
St. Thomas's Hospital, 
where he qualified M.R.CS., 
L.R.C.P., in 1924. After 
filling house appointments, 
including that of senior 
obstetric house-physician, he 
returned to Pontypridd and 
joined his father in 1926, 
and on the latter’s retire- 
ment he took over the 
practice. 

He immediately showed great interest and activity in the 
affairs of the B.M.A., and was elected chairman of the North 
Glamorgan and Brecknock Division in 1943. In later years 
he represented the Division at several annual meetings, and 
was a member of the Welsh Committee. In 1952 he became 
president of the South Wales and Monmouthshire Branch 
of the Association, having previously been its honorary 
secretary for some years, He also served at one time or 
another on several central committees of the Association, 
including the Private Practice, Occupational Health, and 
G.M.S. Committees. A member of the local Panel Com- 
mittee from 1937, he was appointed chairman of the 
Glamorgan local medical committee at the inception of the 
National Health Service, and he carried out his duties in 
this position with admirable tact and efficiency until the 
time of his death. During this period he was also a 
member of the Glamorgan Executive Council, which recog- 
nized his quality by electing him chairman in 1953. Two 
years ago he was appointed a member of the Central Health 
Services Council, 

In addition to his burden of medico-political work he 
was deeply interested in clinical medicine and conducted 
a busy general practice with unflagging zeal. He took up 
radiology as a specialty and built up an efficient department 
in the local hospital, directing this for over 30 years. His 
other activities were manifold, and since 1943 he had acted 
as part-time medical officer at the Graig Hospital, Ponty- 
pridd. He also contrived to find time and energy to fill 
several other minor appointments, and to sit on the local 
bench of magistrates. 

A past-chairman of the Rhondda Medical Society and a 
past-president of the Cardiff Medical Society, he took a 
keen interest in the proceedings and was a regular attendant 
at their clinical meetings. His election as a Fellow of the 
British Medical Association in 1958 was a well-deserved 
honour which gave him great pleasure. 


A.E.J. writes: Edward Rees was a man of wide 
sympathies, but his chief and unforgettable characteristic 
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was a most profound sense of duty: he worked untiringly 
until he died. His unfailing kindness, understanding, and 
courtesy were recognized by all who knew him—patients, 
friends, and colleagues alike. In his tragic death they have 
suffered an irreparable loss. To his widow and two sons 
we extend our deep sympathy in their sad bereavement. 


Sir SAMUEL BURSTON, K.B.E., C.B., D.S.O., M.B. 
F.R.C.P., F.R.C.P.Ed., F.R.A.C.P. 


Major-General Sir Samuel Burston, formerly Director- 
General of Medical Services, Australian Military Forces, 
died at his home in Melbourne on August 21, aged 72. 


Samuel Roy Burston was born in Melbourne in 1888, the 
son of Major-General J. Burston, who commanded the 
7th Infantry Brigade at Gallipoli. No doubt his father’s 
influence inclined him to a military career. He was educated 
at Melbourne Grammar School and at the University of 
Melbourne, where he graduated M.B., B.S. in 1910. After 
qualification he went to Northern Australia, but in 1913 he 
was appointed honorary assistant physician to the Royal 
Adelaide Hospital, and apart from service in the two world 
wars he remained in consultant practice in Adelaide for 
many years. 

At the beginning of the first world war he joined the 
Australian Army Medical Corps and served in Egypt, 
Gallipoli, and France, being twice mentioned in dispatches, 
winning the D.S.O. in 1918, and being appointed C.B.E. in 
1919. Returning to Adelaide after the war, he retained a 
military appointment, becoming deputy director of medical 
services 4th Australian District Base at Adelaide. Between 
the wars he occupied a prominent position in the medical 
life of South Australia. Having taken the M.R.C.P. of 
Edinburgh in 1933 he was elected to the Fellowship four 
years later. He became a Fellow of the Royal Australasian 
College of Physicians in 1938 and of the Royal College of 
Physicians of London in 1945. 

In the second world war he returned to an active military 
career, and served with outstanding merit in the Middle East, 
Burma, the Dutch East Indies, and the South-West Pacific. 
He was assistant director of medical services 6th Australian 
Division in 1939; deputy director of medical services 1st 
Australian Corps A.I.F. in 1940; and later in the same year 
he was made director of medical services to the Australian 
Forces in the Middle East, and promoted major-general. 
From 1942 to 1945 he was Director-General of Medical 
Services, Allied Land Headquarters, Australia. In 1945 he 
became Director-General of Medical Services, Australian 
Military Forces, retiring from the Army in 1948. In 1952 
he became honorary colonel in the Royal Australian Army 
Medical Corps and was appointed K.B.E. Created a Knight 
of the Order of St. John of Jerusalem in 1943, he was 
honorary physician to King George VI from 1945 to 1948. 
Before that he had been physician to the Governor-General 
of Australia. 

After his retirement from the Army, General Burston held 
many important positions. being medical adviser to the 
Australian Red Cross, the National Mutual Life Association 
of Australia, and the Nuffield Advisory Committee in 
Australia. He became chief commissioner of the St. John 
Ambulance Brigade and held many other prominent 
appointments. 


N. H. F. writes: Burston was a man of great charm with 
a broad outlook on life. He was an excellent and inspiring 
leader of men, a good mixer, and chose his military staff 
with wisdom and foresight. He was a sound physician, most 
of his medical teaching being done between the two world 
wars. His great bravery was admired by all his colleagues, 
not only during his military activities but in civilian life also, 
and when he was informed of the incurable nature of his 
final illness he kept bright and cheerful to the end. He will 
be greatly missed by his two sons and daughter, as well as 
by his innumerable friends and medical colleagues who 
appreciated his true friendship and sterling worth. 





D. E. HOBDAY, M.B., Ch.B. 


Dr. D. E. Hobday, who practised in Scunthorpe, died 
there suddenly on November 5, 1959, aged 37. 


J. R.B. writes: The sudden death of Dr. David Hobday 
was a shock to his medical colleagues in Scunthorpe and a 
sad loss to his patients. He graduated M.B., Ch.B. at 
Sheffield in 1946, and at the early age of 37 years he had 
exhausted himself in the service of others. I have heard 
him described as “a perfectionist, a rebel, a protector of 
the underdog, a zealot for justice, a born fighter.” All 
these epithets described one side of his character. His 
patients found in him a quite exceptional counsellor and 
friend—one to whom they could bring not only their 
medical troubles but their social and personal problems and 
be sure of a patient hearing and unremitting help. Those 
who knew his family life can only offer the utmost admira- 
tion for the bravery and loving understanding of his wife, 
and sympathy for her and her three young daughters. 


THOMAS CULLEN, M.B., Ch.B., D.T.M.&H. 


Dr. T. Cullen, who practised in Scunthorpe, Lincolnshire, 
died after a short illness on January 21, 1960. He was 
59. 


Graduating M.B., Ch.B. from the University of Glasgow 
in 1923, Thomas Cullen took the D.T.M.&H. at Liverpool 
in 1926, and did a tour or two to India as ship surgeon. 
He went into general practice in Wales for a year, but soon 
sought wider fields of work in Nigeria. There he married 
Agnes Hill in 1929, and they both gave devoted service in 
the church and in medicine until 1936, when he came back 
to general practice in Scunthorpe. 


W. H. B. and J. R. B. write: Tom Cullen was one of those 
cheerful people, full of energy and life, whose approach 
brought a welcome warmth. His experience of tropical 
medicine was readily available to his untravelled colleagues, 
and his sound practice of midwifery was a boon to the 
staff of the local maternity home—‘t He would always come 
at any hour” was sister’s tribute. He played his part in 
local affairs. The St. John Ambulance Brigade owed him 
much, and he was chairman of the Scunthorpe Division of 
the B.M.A. in 1943 and 1946. As medical officer to Scun- 
thorpe United Football Club he attended the matches at 
home and away whenever he could ; and his love of boxing 
took hint long overnight journeys whenever a big fight was 
to be seen. A keen golfer, popular president of the Holme 
Hall Golf Club, he had as a gentle recreation his bridge 
night with the bridge club. He was also a freemason who 
filled effectively the offices of his lodge. He never forgot 
his Scottish origin, and the North Lindsey Scots Society 
will not be quite the same without “ Wee Tom” in his kilt. 

It is good to know that the friendships he and Duffy 
Cullen made in Scunthorpe have persuaded her to continue 
to make her home here. To her and her two daughters is 
extended a warm sympathy by many people of this town. 


M. R. DOYLE, M.R.C.S., L.R.C.P. 


Dr. M. R. Doyle, who practised in Sarratt, Hertford- 
shire, died on July 15 at the age of 55. 


Martin Redfern Doyle was born on March 11, 1905, in 
Trinidad, where his father was in the Colonial Medical 
Service. Educated in the West Indies and at Bournemouth, 
he received his medical training at St. Thomas’s Hospital, 
qualifying in 1928. After a clinical assistantship at 
St. Thomas’s he went into practice at Wembley, remaining 
there until 1938. He then moved to Sarratt in Hertford- 
shire and continued in practice there untii his death. ; 

During the second world war he served for five years in 
the R.A.M.C.., specializing in psychiatry, an interest which 
he followed after the war. He was for some time on the 
staff of the Tavistock Clinic, and later he worked for the 
Hertfordshire County Council, chiefly on child guidance. 
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with 
Equanilb 


sedative 


Equanil is the ideal 
daytime selective 
sedative. It restores 
repose by relaxing 
peatistemectereMesthn lem 
Equanil helps you 

to achieve selective 
control of exaggerated 
anxiety and tension 

in your patients 
without impairing their. 
faculties, reactions 

or performance, even 
for intricate, difficult and. 
stress-producing tasks. 


400 mg. (meprobamate) tablets. 
Bottles of 20 and 250. 

Also available as Equanil 
H.S — 200 mg. tablets. 
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For SUB-ACUTE and Chronic dermatoses 
TAR + HYDROCORTISONE 


combined in 
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C EX EA. WE | have pronounced TARCORTIN CREAM 


d ith di is supplied in 7 grm. and 15 grm. 
advantages over either medicament alone tubes, containing 0.5% 


The established germicidal, stimulating and anti-pruritic pro- Hydrocortisone in a special 
perties of tar, in the treatment of sub-acute and refractory skin coal-tar extract. 

affections, can now be considerably enhanced by its incorporation 
with hydrocortisone. * Clinical trials have shown that the two 
medicaments together exert a powerful synergistic action that is 
far more rapid, more pronounced and complete than the action 
of either alone. These two valuable therapeutic agents are 
presented in a non-greasy, stainless, hydrophilic cream known 
as TARCORTIN. 














* Literature available on request. 
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ALMACARB tablets are prepared from an aluminium 
hydroxide-magnesium carbonate co-dried gel 
made by an entirely new process. (Brit.Pat. 812503) 
Aluminium hydroxide gel has been used for some 
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retained and its action is rapid and sustained. 
ALMACARB—dosage. One tablet to be chewed as an 
initial dose, and thereafter one tablet to be sucked 
slowly at frequent intervals. 

ALMACARB is presented as peppermint-flavoured 
tablets, each containing 0.375 g. of aluminium 
hydroxide-magnesium carbonate co-dried gel. t 
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40 tablets at 3/- and 200 at 12/-. 
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M.O.J. writes: Martin Doyle was a man of great 
courage. Eight years ago he had a leg amputated, but 
despite this, and knowing the nature of the disease, he carried 
on his practice with the same devotion to his patients as 
before. He ignored his disability, and in fact to him it was 
not a disability but a challenge, which he met unflinchingly 
and overcame. His many patients will remember him for 
his care for their welfare, his skill, his zest for life, and his 
never-failing sense of humour. Last year he had the great 
misfortune to be taken ill again. He spent a great deal of 
the time in hospital, but never wavered in his optimism and 
courage. He looked forward to returning to his practice, 
which tragically was not to be. Throughout his illness, as 
in his many years of active practice, his wife was always 
with him to help him and care for him, and to her and her 
family we offer our deep sympathy. 


ARTHUR RICHMOND, M.C., M.B., Ch.B., D.P.H. 


Dr. Arthur Richmond, county medical officer, school 
medical officer, and chief tuberculosis officer for Berk- 
shire from 1936 to 1946, died at his home at Caversham, 
near Reading, on August 11 after a short illness. He 
was 81 years of age. 

Arthur Richmond was born on September 27, 1878, and 
was educated at Dean Close School, Owens College, Man- 
chester, and St. Bartholomew’s Hospital, London. He 
graduated M.B., Ch.B. at the Victoria University of Man- 
chester and then spent some time as a ship surgeon in the 
Far East and later in private practice in the north of England. 


At this time he must have become conscious of the need 


for preventive medicine and obtained the D.P.H. of Cam- 
bridge in 1908. For a period he was district medical officer 
and district tuberculosis officer in the West Riding. 

In April, 1913, Dr. Richmond was appointed tuberculosis 
officer to Berkshire. Shortly after his marriage in 1914 he 
joined the R.A.M.C., and was awarded the Military Cross 
and Bar for distinguished service. Demobilized in 1918, he 
returned to Berkshire to resume his duties as tuberculosis 
officer and was later appointed deputy to the county medical 
officer, Dr. Gerard C. Taylor, whom he succeeded in 1936. 

During his time of office as county M.O.H. Dr. Richmond 
continued to show that he was a strong character who 
adhered to his own point of view against all opposition. He 
obtained and held the affection and admiration of those 
who served under him. During the second world war Berk- 
shire was a receiving area for evacuees, and Dr. Richmond, 
in a manner typical of him, overcame the many difficulties 
of those days, being instrumental in setting up such places 
as hostels for unbilletable children, cleansing stations, and 
emergency maternity homes, and took a leading part in the 
formation of a child-guidance service. 

Arthur Richmond had two main hobbies, golf and travel, 
and since his retirement he made numerous voyages to distant 
parts of the world. These interests no doubt played a large 
part in enabling him to enjoy a happy retirement. 

Dr. Richmond is survived by his widow. 


JOSEPH W. JAILER, M.D., Ph.D., M.S. 


Dr. Joseph W. Jailer, associate professor of medicine at 
the Presbyterian Medical Center, Columbia University, 
New York, died suddenly on August 23 aged 46. 


Joseph William Jailer graduated in science at New York 
University, and after teaching zoology there he became an 
instructor in zoology and later a research associate at the 
Medical College of Physicians and Surgeons, Columbia 
University. Having graduated in medicine in 1943, he 
remained on the staff of the college, becoming associate in 
1947, assistant professor in 1951, and associate professor in 
1954. 

Dr. R. I. S. BAYLIss writes: Dr. Joseph W. Jailer was one 
of the outstanding endocrinologists of the day, and his work 
on clinical endocrine problems was prolific. He had the 
great ability to apply scientific methods of great precision 


to all his problems, and played an important role in showing 
that endocrinology could be raised to a truly scientific 
discipline. Many travelling fellows from all over the world 
came to work in his laboratory, and took back with them 
a philosophy of how to carry out research. They all 
remember with great affection Joe’s gentle ways, his humility, 
and the selfless help he gave to their work. His daughter 
died only a few days before his own unexpected death, and 
to his wife and son we, extend our deep sympathy. 


W. H. LANG, D.Sc., LL.D., M.B., C.M., F.R.S. 


Professor W. H. Lang, F.R.S., died on August 29 at the 
age of 86. He was a botanist who, by his researches into 
how the world’s flora evolved, achieved an international 
reputation. 


William Henry Lang graduated in medicine at Glasgow 
University in 1895 at the age of 21, and immediately devoted 
himself to botany under Professor F. O. Bower. One of the 
chief problems exercising botanists at that time was how a 
flora developed on the land out of what must originally 
have been purely aquatic vegetation. This evolutionary 
step was of exceptional importance, because without a land 
flora no large land fauna could have appeared. It was thus 
in fact of direct, if distant, relevance to the existence of 
Man. Bower and his colleagues, among them Lang, showed 
that the ferns to-day bear in their life cycle the vestiges of 
the mechanism by which this great advance was made. The 
ferns and allied plants such as the horsetails show the 
phenomenon of alternation of generations in a clear-cut 
form, and Lang did much to unravel the means by which 
this life-cycle is carried on in normal and abnormal ways. 
After being appointed to a professorship of cryptogamic 
botany at Manchester University in 1909, Lang extended 
his researches widely in studies of fossil plants, from which 
it was possible to learn much about the earliest land vegeta- 
tion. He retired from the post in 1940. Professor Lang 
was elected F.R.S. in 1911, received the Royal Medal of the 
Royal Society in 1931, and the gold medal of the Linnean 
Society in 1956. 


HERBERT LEVY, M.D., M.R.C.P. 


Dr. Herbert Levy, assistant physician at Bethnal Green 
Hospital, London, died suddenly at his home on 
September 6, aged 56. 


Herbert Levy was born on April 21, 1904, and studied 
medicine in Berlin, Geneva, and Berne, graduating M.D. 
at the University of Berne in 1934. After holding a number 
of hospital appointments in Germany he came to Britain 
as a refugee from Nazi Germany and took the Scottish 
triple qualification in 1935. He practised in Streatham for 
a time, but during the war he entered the hospital service 
and became assistant medical officer at Lambeth Hospital 
in 1941. He joined the staff of Bethnal Green Hospital five 
years later and was appointed assistant physician there in 
1954. 

Dr. WALTER PAGEL writes: Dr. Herbert Levy was a 
truly remarkable man. He was outstanding as a clinical 
diagnostician, mainly concerned with disorders of the 
haematopoietic system. His brilliance in this field derived 
from an extraordinary knowledge reaching far back into 
medical history and from a rare devotion to his clinical 
work, which remained undiminished in spite of the threat 
of an early end—ever since his first heart attack a few years 
ago. He was not a prolific writer, but his acute critical 
insight into the essence of a problem marked even a case 
report from his pen as a contribution of unusual value. He 
often took part in major discussions at the Royal Society 
of Medicine, where his extensive knowledge of international 
medical literature and his ability to connect things contri- 
buted not a little to the success of the meeting. Having 
come to Great Britain as a refugee, he soon jumped the 
hurdle of qualification and proceeded to pass the Member- 
ship examination of the Royal College of Physicians of 
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London in 1945. Nor were his interests by any means 
confined to medicine. He was a keen collector of the 
literary remains of non-conformists in all fields and of all 
periods, for such were congenial to a streak in his own 
personality, and he was a notable figure among the 
“raiders” of London bookshops. He thus assembled a 
highly individual library, with a special predilection for 
French literature and the age of enlightenment. He loved 
all things from France, where he travelled whenever he was 
free. The best and most obliging of friends, he was held 
in the highest esteem and affection by his patients and 
colleagues at Bethnal Green Hospital. He leaves a wife 
and a young son, whose bereavement is shared by a wide 
circle of friends. 


CHARLES SINGER, M.A., M.D., D.Litt., Hon.D.Sc. 
F.R.C.P. 


The obituary of Professor Charles Singer was published 
in the Journal of June 18 (p. 1897). 


Professor D. V. SupsBA REDDY writes from Osmania 
Medical College, Hyderabad, India: Though some time has 
elapsed since Professor Charles Singer died, I feel it my 
duty to send for publication from the distant East a short 
tribute ‘to the doyen of medical historians of the British 
Commonwealth, since his generous encouragement and help 
as well as his scholarly writings exerted considerable 
influence on receptive minds and the trend of thought in 
India. I would like to record here that it was only by 
reading his book Evolution of Anatomy that I first became 
really interested in the history of medicine and gave my 
first talk to a class of anatomy students in the Vizag Medical 
College in 1930 and wrote an article on the “ Evolution of 
Physiology * in the Vizag Medical College Journal in 1931-2. 
I know of many teachers in medical colleges and professors 
in the universities who have read and admired and got 
inspiration from his contributions to the history of medicine 
and history of science and technology. 

It was through a letter that I wrote to the British Medical 
Journal in 1936 that I had the good fortune to get a letter 
from Professor Charles Singer. I made a plea for exhibiting 
ancient Indian medical manuscripts and classics in the 
libraries of Oxford, along with the European and British 
classics in medicine, at the Annual Meeting of the British 
Medical Association which was to be held in Oxford that 
year. My letter was referred to Professor Singer, and he 
wrote to me immediately, heartily supporting my suggestion, 
and my letter was published in the B.M.J. of November 21. 
1936. From that time, through the depressing days of the 
war and piping times of peace, we had correspondence on 
various topics, ranging from Anglo-Saxon medicine to the 
origins of Indian medicine. On one occasion, when I 
mentioned to him that I was making a study of Travels in 
Moghul Empire, written in the seventeenth century by the 
French physician Bernier, Professor Singer immediately 
sent me as a gift a publication on Bernier in French. He 
gave valuable suggestions for the scientific study of the 
history of medicine in India. He was eager to encourage 
young men to study Indian medicine and to submit their 
theses for the Ph.D. of London University. He also 
persuaded the secretary of the Royal Society of Medicine 
to send me a membership form so that I could present 
papers on some aspects of the history of medicine in India 
before the Section of the History of Medicine. In 1956 
he responded readily to my request for a message for the 
inaugural issue of the /ndian Journal of the History of 
Medicine. He continued to evince keen interest in the 
opening and development of the new Department of the 
History of Medicine, the only one of its kind in India. 

Not only the Commonwealth but also the entire English- 
speaking world, as well as the world of learning, has 
sustained an irreparable loss in the death of Charles Singer. 
But his life and work and his numerous and varied scholarly 
and stimulating writings will continue to inspire and 
influence for a long time scholarly physicians and scholarly 
scientists all over the world. 
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WAITING IN COURT 


[FROM OUR LEGAL CORRESPONDENT] 


While most doctors are worried enough at the length of 
queues at their own surgeries or out-patient departments, 
they become frankly cross when they experience enforced 
waste of time in the waiting-room or corridor of a court 
house. In litigation witnesses (and lawyers) spend much 
time just waiting to be called. The size of the cause lists 
at all our courts makes judges keen to sit continuously 
with no breaks between cases or individual witnesses, and 
since times can seldom be accurately predicted this involves 
keeping witnesses and litigants waiting about to fill any 
gaps left by the unexpected collapse of a case or witness. 
This is no great hardship to the person who appears in court 
once in his lifetime, but it can be very tiresome indeed for 
those professional men who are often called in to give 
evidence. Doctors, of course, form a large portion of this 
class. 

Nowadays. where possible, courts usually fix a date for 
each individual case so that those involved can know in 
advance when they are likely to be wanted. This is an 
obvious improvement. There are, however, other ways in 
which the waste of time can be mitigated. These involve 
a certain amount of effort on the part of the lawyers in 
charge of the case, so doctors wili find it worth their while 
to press them to adopt one of these methods. As profes- 
sional men. lawyers will usually be sympathetic if 
approached early enough. 


Useful Dodges 


If a doctor is being called as a witness in a case in a 
county court or a criminal court where several cases are 
likely to be heard during the same day, he should press 
the solicitors calling him to try to have their case marked 
to be heard “not before 2 o’clock,” or some other time. 
This will allow the doctor to spend at least the first half 
of the day in his practice. Such an arrangement can be 
made only if the solicitors can persuade the appropriate 
court official to agree. And these officials are somewhat 
unadventurous, being generally timorous of not having 
enough cases to fill the morning. Still, this is a course 
worth trying. 

Where the case is a long one, and will occupy the court 
for the whole day (or week or more) appointed, it is usually 
easier to save time. If the doctor is being called for the 
plaintiff or prosecution, he should ask to be called as the 
first witness. This may mean that the medical evidence 
will be called out of turn, but most lawyers will do this 
to release a professional man. As the plaintiff’s first witness, 
the doctor can generally count on being away from court 
before lunch-time. It is not such an advantage to be the 
defendant’s first witness, since one cannot predict the length 
of the plaintiff’s evidence. However, one can request (and, 
in a sufficiently lengthy case, receive) an assurance that 
one will not be called on before a certain time. It is 
possible to interpose one of the defendant’s witnesses at 
the beginning of the plaintiff's case, but this requires the 
consent of the plaintiff and the court. Courts and lawyers 
do, however, often find it very convenient to hear medical 
evidence from both sides immediately after the opening and 
before hearing any other witnesses. This is probably the 
course most convenient to doctors also. 

The greatest co-operation cannot totally eliminate delay. 
Medical witnesses would therefore be well advised to 
cultivate the lawyer’s art of working in crowded places, and 
go to court armed with paper-work. Perhaps consultants 
could spend the time writing letters to G.P.s. 
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Universities and Colleges 


UNIVERSITY OF CAMBRIDGE 


In Congregation on July 30 the following degrees were conferred : 


M.A.—D. J. West, M.D., D.P.M., Assistant Director of Research in the 
Institute of Criminology. 

M.D.—*R. Smith, D. G. Montefiore, A. M. Barrett, T. J. S. Patterson, 
Judith M. Fitzsimons. 

M.B., B.CHir,—*J. Fletcher, *L. F. Prescott, W. D. Riding. 

M.B.—*J. D. Scobie, A. J. C. Balfour, *B. J. Sykes, *M. C. Holderness, 
R. A. F. Cox, F. P. Marsh, G. H. Evans, R. H. Morgan, *T. F. Mortimer, 
P. W. Dutton, R. Warrington, Mrs. Pamela M. Hill, *Shelagh M. 
FitzGibbon, *Gillian M. Riches, *E. Platts, R. A. Randell. 

*By proxy. 


UNIVERSITY OF GLASGOW 


On June 30 the Diploma in Public Health was awarded to Agnes 
M. Gordon, Irene R. Jamieson, D. Kennedy, Anne D. Lindsay, 
Caecilia M. Logan, A. Neilson, Elizabeth M. Park, D. J. Reilly, 
Katherine S. Scott, Norma E. I. Temple. 


UNIVERSITY OF LONDON 


Dr. H. B. May has been elected Dean of the Faculty of Medicine 
in place of Dr. Katharine G. Lloyd-Williams, and Professor 
J. A. B. Gray, M.B., B.Chir., Dean of the Faculty of Science in 
place of Professor C. T. Ingold, both for the period October 1, 
1960, to September 30, 1962. 

The following have been appointed, re-appointed, nominated 
or renominated as representatives of the University on the govern- 
ing bodies of the institutions indicated in parentheses: Dr. C. F. 
Harris (Birkbeck College); Dr. E. R. Cullinan and Dr. J. Forest 
Smith (Guy’s Hospital Medical School); Professor F. R. Goldby 
(King’s College Hospital Medical School); Dr. M. I. A. Hunter 
and Dr. Katharine G. Lloyd-Williams (Royal Dental Hospital 
of London School of Dental Surgery); Mr. E. G. Slesinger and 
Professor J. Z. Young, F.R.S. (St. George’s Hospital Medical 
School): Professor G. Payling Wright (Wright-Fleming Institute 
of St. Mary’s Hospital Medical School); Sir Francis Fraser and 
Dr. C. F. Harris (British Postgraduate Medical Federation); Dr. 
A. J. W. Beard (King’s College School, Wimbledon). 

The following have been recognized as Teachers of the Univer- 
sity in the subjects indicated in parentheses: King’s College 
Hospital Medical School, Dr. J. E. Blewett (Radiology) and Mr. 
R. P. Crick (Ophthalmology). Jnstitute of Dermatology, Dr. 
Henry Haber (Pathology) and Dr. A. D. Porter (Dermatology). 
Westminster Medical School, Dr. C. B. Lewis (Anaesthetics). 
St. Mary’s Hospital Medical School, Dr. Einhart Kawerau 
(Chemical Pathology). London Hospital Medical College, Mr. 
J. A. Pedler, F.D.S., M.R.C.S., L.R.C.P. (Dental Surgery (Oral 
Pathology) ). Guy's Hospital Medical School, Dr. P. E. Polani 
(Children’s Diseases) and Dr. P. LI. Williams (Anatomy). Jnsti- 
tute of Urology, Dr. R. C. B. Pugh (Pathology). University 
College Hospital Medical School, Dr. D. S. Ridley (Pathology). 
Institute of Obstetrics and Gynaecology, Dr. Merton Sandler 
(Chemical Pathology). S¢. Thomas’s Hospital Medical School, 
Dr. William Hewitt (Anatomy). Probationary recognition has 
been granted to the following for two years from July, 1960: 
Middlesex Hospital Medical School, Dr. J. G. Bearn (Anatomy). 
Institute of Urology, Dr. A. R. Harrison (Medicine (Urology) ). 
Institute of Dermatology, Dr. Arthur Tickner (Chemical Patho- 
logy). London School of Hygiene and Tropical Medicine, Dr. 
C. H. Wood (Occupational Health). 

The Sir William Dunn Scholarship for 1960-1 has been 
awarded to Mr. R. H. T. Edwards (Middlesex Hospital Medical 
School); the Mary Scharlieb Research Studentship for Medical 
Research for 1960 to Dr. K. A. Porter (St. Mary’s Hospital 
Medical School); and the Williams Fellowship for Medical and 
Scientific Research for 1960 to Mrs. Pamela E. Aylett, M.B., 
B.S. (Royal Free Hospital School of Medicine). 

The Rogers Prize, of the value of £100, will be offered by the 
Senate in 1962 for an essay or dissertation on “ The Causes and 
Results of Arterial Thrombosis in Man.” Entries must be 
delivered to the secretary to the Scholarships Committee, Uni- 
versity of London, Senate House, W.C.1, not later than April 
30, 1962. 

The following degrees were awarded in July: 

M.D.—C. J. Wardle, M. L. N. Willoughby. 

M.S.—-O. Daniel, A. J. Harrold. 


ROYAL FACULTY OF PHYSICIANS AND SURGEONS OF 
GLASGOW 

The following candidates, having passed the examination, have 

been admitted Diplomates in Child Health: B. K. Basu, D. 

Bagchi, Keong Aik Ch’ng, J. Gohain, R. F. B. Lees, K. E. Le 


Page, Stephen Wing-Chiu Leung, M. T. Marashi, B. G. Mehrotra, 
P. L. M. Mohanamba, N. A. McC. Somerville, N. V. A. 
Wickramasinghe. 


SOCIETY OF APOTHECARIES OF LONDON 


The following candidates, having completed the final examination, 
have been granted the diploma of L.M.S.S.A.: J. G. Shores, 
T. Tut, D. E. Alder, J. Reuvers, K. C. D. De Silva, J. H. 
Romano, S. R. Meadow, R. S. Cormack, B. Ibrahim, I. Hosny, 
R. W. D. Gomes, R. G. Gibson. 

The following candidates have been awarded the Diploma in 
Industrial Health: J. W. R. Battram, S. Boydell, M. M. El-Attal, 
P. R. Gilbert, R. V. Havard, D. J. Llewellyn, S. J. A. Luckas, 
A. D. McIntyre, T. Myint, J. F. Taylor, J. D. Thomas. 





Vital Statistics 








Road Accidents, June, 1960 


There were 537 deaths as a result of road accidents in 
June, 4 fewer than in June, 1959. The total number of 
casualties in the month, 31,320, was 390 more than in 
June a year ago, an increase of 1%, though the volume of 
motor traffic in the month was 12% higher than in the 
previous June. 

In the first six months of 1960 casualties on the roads 
of Great Britain totalled 155,700, an increase of about 
8,300, or 5.69%, compared with the first half of 1959. The 
volume of traffic increased by 9% over the same period. 
Deaths increased by 12%, from 2,657 in the first half of 
1959 to 2,999 in the first half of 1960. The greater part of 
this increase occurred in the first three months of the year, 
when fatal casualties were 25% higher than in 1959. In 
the second quarter the increase over last year had narrowed 
to 3%. All groups of road users had more fatalities except 
child cyclists. The fall in the rate of increase during the 
second quarter was most marked in the case of pedestrian, 
motor-cyclist, and moped-rider fatalities. 


Infectious Diseases 


Areas where numbers of notifications were high in the latest 
two weeks for which figures are available 


Week Ending 


Acute Poliomyelitis Aug. 27 Sept. 3 


London 3 5 
Islington 0 3 
Warwickshire sa 4 2 
Birmingham C.B. 4 2 
; Dysentery 
Lancashire bas , sol i 60 69 
Liverpool C.B. ... soe a me 18 19 
Manchester C.B. on sol oe 7 10 
London 5 =e ise _ _ 29 33 
Yorkshire West Riding ... - ‘ 43 52 
Leeds C.B = ' - A 18 43 
Glasgow 8 wai .. 103 123 
Typhoid Fever 
Hampshire : ~ ca _ | 3 
Portsmouth C.B. lous ae me l 3 
Food Poisoning 
London a Ses wih ak 20 51 
Woolwich oe 7 = , 0 18 
Lancashire — rr He wis 30 37 
Liverpool C.B. ... Bg ses 18 20 


Graphs of Infectious Diseases 
The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during 
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the years i951-9 are shown thus ------ , the figures for 
1960 thus ———. Except for the curves showing notifi- 
cations in 1960, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 
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INFECTIOUS DISEASES AND VITAL STATISTICS 
Summary for British Isles for week ending August 27 (No. 


34) and corresponding week 1959. 


Figures of cases are for the countries shown and London administrative 


county. 
Wales (London included), 
towns in Scotland, 
principal towns in Eire. 
A blank space denotes disease not notifiable or no return available. 
The table is based on information supplied by the Registrars-General o 


London administrative county, the 17 


Figures of deaths and births are for the whole of England and 
d principal 
the 10 principal towns in Northern Ireland, and the 14 


f 


England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire. 
























































































































































| 1960 1959 
cases | 92/2) 2/2/./38/21¢/4)¢ 
Ss | ° : . GI ¢ - s 
oz |$'8\z/\a) 02/8 Bi Zi 
Diphtheria ee 7 -¢ a 5 3) 0 1 
Dysentery 296; 29; 159 6| 8 393, 37) 182) $ 2 
Encephalitis, acute 1 0 0 60 3 0} o| 
Enteric fever: | | | 
Typhoid | 3 0 oO 90 5 0} 6 60 8 2 
Paratyphoid .. | s| o| oF 1 19} OF Of O1@ 
Food-poisoning .. | 190, 20, 31| 2 328, 50, 23} Oo | 
Infective enteritis or | 
diarrhoea under | | 
2 years .. ee | 11} 24 20 +49 
Measles* .. 1,613, 80 31; 3| 12] 1,854, 68 26 24 19 
Meningococcal in- | 
fection .. | 14 2; +18 2 1 15 2} 33 1 1 
Ophthalmia neona- 
torum 23 2| 3 0 20 4) 5} 0 
Pneumoniat 158, 10 98 O| I] 125 4) 93) 1 
Poliomyelitis, acute: 
Paralytic ae 10; 3) O i «6 19 4, 0 0 7 
Non-paralytic .. 9 0 0 | 17 4) 2) 7 
Puerperal fever§ .. 154) 30) 23 2 206, 33) II 0 
Scarlet fever 188 7, 26 5; 18 265; 20) SI 6 17 
Tuberculosis : is! ie ae a. 
Respiratory 381) 44 82 12 396; 51) 75) 19 
Non-respiratory 56 1 13 2 50 3 13 11 
Whooping-cough | 1,467| 149 116, © 20] 863, 44| 115 14) 63 
1960 1959 
DEATHS Se jai: | Zz S3ij/ai{.2i8s 
“2/&6\/3!\1c/2£12#2|86|/3i2/8 
1a | o!'A|Z2/aeart |] oa/alzia 
Diphtheria i 0 0 0 0 0 0 0 0 0 0 
Dysentery Si 2 0 0 1 1 0 
Encephalitis, acute 0 0 0; 0 
Enteric fever i 0; oO} O| O 0} of OF O 
Infective enteritis or | z | | 
diarrhoea under | | | 
2 years .. ‘ 4 0 1 1 0 3 0; 2 1 0 
Influenza .. 4| 0} o| o| o 7; o| O| 0] O 
Measles... ot 0} o| of of | of of of o 
Meningccoccal in- - | 
fection .. ol 1 1 1| 1 
Pee Zi! — ee Se ee ee eee: ee, (Een, ees 
Pneumonia 391 34 13 17; 10 341; 23) 19 12 2 
Poliomyelitis, acute 2 0 ; 0; Oo 1 0 0 0 
Scarlet fever pate ° 0 - 0 0} z_ x 0 0 0 0 
Tuberculosis: ia 
Respiratory } 55 ze 6) 1 1 60 2 5 0 2 
Non-respiaiory | me 0 0| Oo 0| oO 0 0 
Whoopin , 2) of of of of of of. 1} Of 0 
Deaths 0-1 year 271, 30 26 «11| 19| 276) 25) 31 10, 3 
Deaths _ (excluding | | 
stillbirths) 8,770' 705) 558 122) 162] 7,800 627, 473 113, 102 
LIVE BIRTHS .. | 14,562 1280) 968 276 | 406 13,814 1196) 955) 247 am 
STILLBIRTHS . 305) 28; 27, | | 282) 21; 23) 








* Measles not notifiable in Scotland, whence returns are approximate. 
t Includes primary and influenzal pneumonia. 
§ Includes puerperal pyrexia. 
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Rockefeller Foundation President’s Review 
Rockefeller Foundation appropriations during 1959 


amounted to $34,189,340, reports Mr, DEAN Rusk, president * 


of the Foundation, in The President's Review from the 
Rockefeller Foundation Annual Report, 1959. This is the 
largest amount appropriated in any year since the Founda- 
tion was established in 1913. The lion’s share of last year’s 
grants—$12,300,071—-went to the medical and natural 
sciences. 

Mr. Rusk discusses the grants made for the establishment of 
an international centre and an institute of medical sciences in 
India, and reviews the Foundation’s research programme in 
arthropod-borne viruses, and the agricultural programmes in 
Mexico, Colombia, Chile, and India, which deal with improving 
the food crops in these countries. During 1959, 291 new Fellows 
from 39 countries began advanced study outside their own 
countries, and 399 Fellows continued with earlier awards. 
Rockefeller Fellows studied at 169 institutions in 26 countries 
during the year. 


M.R.C. Travelling Fellowships, 1961-2 

The Medical Research Council invite applications for the 
following travelling fellowships and scholarships available 
for the academic year 1961 to 1962: 

(1) Rockefeller Travelling Fellowships, (2) Sir Henry Wellcome 
Travelling Fellowships, (3) United States Public Health Services 
Fellowships, (4) Lilly Foreign Fellowships, (5) the Lederle 
Travelling Fellowship, (6) Dorothy Temple Cross Research 
Fellowships in Tuberculosis, (7) Alexander Pigott Wernher 
Memorial Travelling Fellowships in Ophthalmology and Otology, 
(8) French Exchange Scholarships in Medical Science. 


Details are given on advertisement p. 64. Further 
information and application forms may be obtained from 
the Secretary, Medical Research Council, 38 Old Queen 
Street, Westminster, London S.W.1. The closing date for 
applications is October 31. 


Mental Health Act 

November 1 is the date appointed by the Minister of 
Health, Mr. ENocH Powe Lt, for the coming into force of 
all parts of the Mental Health Act, 1959, other than those 
already in operation. A memorandum has accordingly been 
issued to general practitioners, together with the Mental 
Health (Hospital and Guardianships) Regulations, 1960, 
informing them of the arrangements which will then be 
introduced. 


Scottish Amenity Beds 

The Department of Health for Scotland asked hospital 
boards to review and make more widely known their 
provision of National Health Service “amenity” beds in 
hospitals. Patients who need privacy on medical grounds 
have the first claim to these beds in single rooms or small 
wards. But, when not required for that purpose, such beds 
may be made available to patients willing to pay a charge 
for the amenities they offer. The charge varies from 
hospital to hospital, but it is always between one-third 
and a half of the cost of maintaining a patient. 


Shortage of Radiographers 

Birmingham Accident Hospital is unable to provide a 
24-hour casualty service because of a serious shortage of 
radiographers—50% below establishment. Mr. W. GISSANE, 
surgeon in chief at the hospital, said that this meant delay 
in treating many cases of minor injury, particularly at night, 
but all cases of serious injury could be dealt with imme- 
diately. (Birmingham Post, September 3.) : 


African Flying Doctor Scheme 

It is hoped that a pilot scheme for setting up a Flying 
Doctor Service of Africa will be launched in Northern 
Nigeria next year. Dr, N. A. DUNCAN, the secretary of the 
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service, who has worked at Cloncurry, Queensland, as a 
flying doctor, says that an African flying doctor would main- 
tain wireless contact with mission nurses and African village 
dispensers, and would support them by frequent visits by air. 
The aircraft would not be used, as in Australia, for ambu- 
lance work. The service hopes to raise £5,000 for a pre- 
liminary reconnaissance to discover a suitable site for the 
pilot scheme, and a further £35,000 for the pilot scheme 
itself. 

About 60 members of Solihull youth clubs have offered to go 
to Nigeria next year to help prepare airstrips or install two-way 
wireless sets and train African operators to use them, and it is 
expected that about 12 youth club members will begin training 
this autumn. (The Times, September 6.) 


Royal Commonwealth Society for the Blind 

In its Annual Report 1959-60, the Royal Commonwealth 
Society for the Blind says that the greatest single item in 
the Society’s expenditure during the first ten years of its 
existence was the combined entomological and ophthalmo- 
logical survey in West Africa which yielded a comprehensive 
account of the causes of blindness in this region. As a 
result the Ghana government is now working on a scheme 





The Reilly Centre for the Blind, Aden. 


to control river blindness in the Northern Region, where it 
affects about 30,000 people. The Society is impressed with 
the value of mobile clinics—costing about £1,000 to set 
up—which are particularly useful in the many territories 
where conjunctivitis prevails. An account is given in the 
Report of the Reilly Centre for the Blind in Aden, which 
was opened earlier this year. The Centre will maintain a 
boarding-school for children and a training centre for adults. 


Royal Medical Benevolent Fund 

At the annual general meeting held on September 5 the 
following honorary officials were elected: president, Sir 
ZACHARY COPE ; honorary treasurer, Mr. G. H. BATEMAN ; 
honorary secretary, Dr. T. ANWyL-Davigs. An annotation 
on the Royal Medical Benevolent Fund is on p. 853. 


Duke of Edinburgh’s Award for Boys 

Blood donation has now been included among the public 
service qualifications for the Duke of Edinburgh’s Gold 
Award. 


Cost of Medical Care in the U.S. 

The cost of medical care in urban areas of the United 
States reached its highest level yet in June this year, 
according to the latest Consumer Price Index tallies reported 
by the U.S. Labor Department’s Bureau of Labor Statistics. 
Based on an index of 100 for 1947 to 1949, the June, 1960, 
figure was 156.1. The figure for medical care was the 
second highest in the group of commodities and services 
used and was exceeded only by public transport with an 
index of 199.7. (Hospitals: Journal of American Hospital 
Association, August 16.) 
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Changes of Address 

The new address of the National Society for Clean Air is 
Field House, Breams Buildings, London E.C.4. (Tel. CHA 
5040.) 

The address of the National Society for Mentally Handi- 
capped Children is now 125 High Holborn, London W.C.1. 
(Tel. CHA 8395-7.) 


In Brief 

The French budget for 1961 includes a rise in investment 
in health and medical research of 160% ; most of the 
increase will be used for new hospitals. 


People in the News 

Mr. Harry Hooxway, Ph.D., assistant director of the 
National Chemical Laboratory, has been appoined director 
of the United Kingdom Scientific Mission in Washington, 
D.C., and Scientific Attaché at the British Embassy there. 

Dr. F. P. GLEES, university lecturer and demonstrator in 
physiology, Oxford, has been awarded an M. S. Hope chest 
research grant by the National Multiple Sclerosis Society, 
United States of America. 


COMING EVENTS 


Day Conference on Medical Records.—Brighton, Septem- 
ber 24. Details from Mr. E. S. R&aucHAMP, Queen Mary’s 
Hospital, Sidcup, Kent (Foots Cray 3014). 


4th Oliver Bird Lecture—Dr. ALBERT TYLER (California 
Institute of Technology): ‘“ Immunological Approaches to 
Fertility Control,’ September 26, 5 p.m., Large Lecture 
Theatre, London School of Hygiene and Tropical Medicine, 
Keppel Street, London, W.C.1. Chairman: Dr. A. S. 
Parkes, F.R.S. Without fee or ticket. 


School of Pharmacy, Brighton Technical Coilege.—Course 
of six lectures on the corticosteroids, 7 p.m., Tuesdays, 
September 27-November 1, Main Hall of College, 
Richmond Terrace, Brighton 7. Scope of lectures will 
include chemistry, physiology, and pharmacology of this 
class of drug; clini 
pharmaceutical production of corticosteroid preparations. 
Fee for course, £1. Details from Dr. J. C. PARKINSON, 
School of Pharmacy, Technical College, Brighton 7. 





Biochemical Society—298th meeting, Department of 
Biochemistry, The University, Glasgow W.2, September 29, 
10 a.m., colloquium on “ Biosynthesis of Nucleic Acids ” ; 
September 30, 10.30 p.m., original communications. 


12th Meeting : Royal Netherland Society for the Improve- 
ment of Medical Science.—Eindhoven, October 6-8. Details 
from Secretariat, Philips Schouwburg, 81 Mathildelaan, 
Eindhoven, Netherlands. 


University of Liverpool.—Eight-week university extension 
course for qualified practitioners: “ Basic Neurology,” 
October 12—-November 30, Wednesdays, 8—9.30 p.m. Fee for 
course £2 2s. Details from Director of Extra-Mural Studies, 
9 Abercromby Square, Liverpool 7. 


Dental Implant Society of Great Britain—Dr. Max M. 
WEINREB (lecturer in dental histology, Hadassah-Hebrew 
University Medical School, Jerusalem): “ One-day Procedure 
for the Insertion of Dental Implants,” October 13, 7.30 p.m., 
Royal Society of Medicine (West Hall), 1 Wimpole Street, 
London W.1. Please notify attendance to Miss F. J. Cookson 
at the Society’s address: 109 Harley Street, London W.1. 


13th Thomas Percy Legg Memorial Lecture.—Sir James 
PATERSON Ross, “The Principles of Surgery,’ October 14, 
4.30 p.m., King’s College Hospital Medical School Lecture 
Theatre, Denmark Hill, London, S.E.5. Admission free, 
without ticket. 


Medical World.—Discussion conference for general 
practitioners, October 23, Victoria Halls, Bloomsbury 
Square, London W.C.1. Chairman: Lord TayLor. Sessions 
on health centres, training for general practice, appointments 


systems in general practice, and problems common to the 


pharmaceutical industry and G.P.s. 
only (2ls.) from Conference Organizer, 
55/56 Russell Square, London W.C.1. 


Admission by ticket 
Medical World, 


NEW ISSUES 
SPECIALIST JOURNALS AND ABSTRACTS 


The journals listed below are obtainable from the Publishing 
Manager, B.M.A, House, Tavistock Square, London, W.C.1. 


BRITISH JOURNAL OF OPHTHALMOLOGY 


eae of the Occipital Lobe Response in Man after Light Stimulation. 
T. M. van Balen and H. E. Henkes. 

mittatins Cysts of the Ciliary Body. S. I. Davidson. 

Changes in the Depth of the Anterior Chamber and in the Radius of 
Curvature of the Front Surface of the Lens during Growth. A. 
Sorsby, J. Stone, G. A. Leary, and M, Sheridan. 

Significance of Eccentric Fixation in Squint. K. Wybar and B. Thatcher. 

Anomalous Sensory Relationship in Apparently Cured Squints. A. Arruga 
and R. Downey. 

Isolation of Virus from Embryonate Eggs Inoculated with Material from 
a Case of Trachoma in Western Australia. D. Perret and I. Mann. 


Familia! Synkinesis in Oculo-Palpebral Movements. N. S. Jain. 
Reviews 
Notes 
Obituary 
Volume 44, No. 8. (Monthly ; £6 annually. With 


Ophthalmic Literature and index, £9.) 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Application should be made first to the institution concerned. 


Wednesday, September 21 
Royat Free Hospitat, Gray’s Inn Road, London W.C., 
A. G. Bearn (New York): Genetics in Medicine. 


Friday, September 23 

INSTITUTE OF DISEASES OF THE CHEST.—S5 p.m., Dr. G. Simon: 
demonstration. 

@Royat COLLEGE OF OBSTETRICIANS AND GYNAECOLOGISTS.—S p.m., 
William Meredith Fletcher Shaw Memorial Lecture by Mr. Thomas F. 
Corkhill : New Zealand’s Debt to British Obstetrics. 


5.15 p.m., Dr. 


clinical 





APPOINTMENTS 


BIRMINGHAM REGIONAL HosPiTaL Boarp.—J. F. Cleobury, M.B., B.S., 
M.R.C.P.Ed., D.P.M., -C.H., Whole-time Consultant Psychiatrist and 
Deputy Medical Superintendent to Birmingham (Mental A) Group of 
Hospitals; R. M. Taylor, M.B., Ch.B., D.P.M., Whole-time Consultant 
Psychiatrist to Birmingham (Mental C) Group of Hospitals ; J. Mackinnon, 

M.R.C.P., Part-time Consultant Cardiologist (nine notional half-days 
wechivn to South Warwickshire, Birmingham (Dudley Road) and (Sanatoria) 
Groups of Hospitals; E. G. Rees, M.B., B.S., M.R.C.P., Whole-time 
Consultant Pathologist to the Shrewsbury Group of Hospitals and the 
Robert Jones and Agnes Hunt Orthopaedic Hospital; T. V. Campkin, 
M.B., B.S., F.F.A. R.C.S., D.A., Part-time Consultant Anaesthetist (nine 
notional half-days weekly) to Midland Centre for Neurosurgery, Smethwick, 
and the United Birmingham Hospitals; L. G. G. Jones, M.R.C.P.Ed., 
M.R.C.S., L.R.C.P., Part-time Consultant Venereologist (nine notional half- 
days weekly) to Coventry and South Warwickshire Groups of Hospitals. 

FREIER, ANDREW A., M.D., M.R.C.O.G., Assistant Professor, Wayne 
State University College of Medicine, and Assistant Chief in Obstetrics, 
Herman Kiefer Hospital, Detroit, Michigan. 

LiverPpooL REGIONAL HoOsPiTaAL Boarp.—J. Recs Roberts, M.D., 
M.R.C.P., Part-time Consultant Paediatrician giving three sessions per week 
to Birkenhead and North Wirral Hospital Management Committee Groups ; 
J. S. Madden, M.B., R.C.P.Ed., D.P.M., Whole-time Consultant 
Psychiatrist to Deva Hospital ; J. K. P. Perera, M.B., B.Chir., F.R.C.S.Ed., 

-R.C.0.G., D.Obst.R.C.O.G., Part-time Consultant Obstetrician and 
Gynaecologist giving eight sessions per week to the North Liverpool Group ; 
J. K. McC. Rawlinson, Ch.M., F.R.C.S., Whole-time Consultant General 
Surgeon to Walton Hospital. 





BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 
Lambie.—On August 21, 1960, in Winnipeg, Canada, to Pamela (formerly 
Rothnie), wife of Ronald S. Lambie, F.A.C.A., F.I.C.S., a daughter. 
Leavesley.—On August 30, 1960, at Perth, Western Australia, to Gwen 
(formerly Clayton), and Dr. James Leavesley, a sister for David and 
Mark—Anne. 
Mitchell..-On August 29, 1960, to Drs. 
Higson), of High Street, Belton, Doncaster, 


DEATHS 

Gunn.—On August 8, 1960, in ee Canada, John Alexander Gunn, 
C.B., O.B.E., F.A.C.S., F.R.C.S.(C.). 

McCloy.—On August 10, 1960, at R.N. Hospital, Devonport, 
McCloy, M.B., B.Ch., Surgeon Rear-Admiral, R.N., retired. 

Newton.—On August 7, 1960, at St. Matthew's Nursing Home, Northamp- 
ton, Margretta Jane Newton, M.B., Ch.B. 

Pearce.—On August 6, 1960, in hospital, Cyril Morgan Pearce, F.R.C.S., 
aged 61. 

Richmond.—On August 11, Fa at 3, _— Road, Caversham, Reading, 
Arthur Richmond, M.C., Ch.B., H. 

Rooney.—On August 12, joe. < ye A ‘Daniel Rooney, M.B., B.Ch., 
aged 43. 

Weston.—On August 12, 1960 at Nuffield House, Guy's Hospital, London 
S.E., Alfred William Weston, M.B., Ch.B., .P.H., of 3 Northfield 
End, Henley-on-Thames, Oxon, formerly of Dudley, Worcs. 


W. P. and Jane Mitchell (formerly 
Yorks, a second son. 


Alexander 
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Any Questions ? 


We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 








Complications when Treating Myxoedema 


Q.—What serious complications may arise as a result of 
treatment of myxoedema, and how may they be avoided ? 


A.—The serious complications which may arise as a result 
of the treatment of myxoedema stem from two causes: 
(1) that the amount of sodium 1-thyroxine or dried thyroid 
which is given may exceed the needs of the patient, or 
(2) that the treatment may aggravate another disorder from 
which the patient is suffering. 

In the first situation, hyperthyroidism is produced with its 
associated signs. No patient with myxoedema requires more 
than 0.3 mg. of thyroxine daily, or 3 gr. of dried thyroid. 
Patients with myxoedema are sensitive to thyroid and can- 
not as a rule tolerate the large doses which, in error, are 
sometimes administered to the euthyroid patient. In this 
case the dose of the drug should be reduced to an 
appropriate level. 

The associated disease which may be aggravated by 
thyroid therapy is, of course, cardiovascular disease, and, in 
particular, coronary atheroma. When coronary disease 
exists, or is suspected, great caution must be used in the 
treatment of myxoedema. To begin with it is a wise 
precaution to give one-tenth of the usual dose, and at the 
first suggestion of anginal pain the dose should be reduced 
or the drug stopped. Although it is usually possible for 
patients with coronary atheroma to tolerate a tiny dose of 
thyroid with benefit, the addition to the cardiac load caused 
by the action of thyroxine must always be remembered. 
This consideration was the underlying reason for the intro- 
duction of thyroidectomy, whether by surgery or by 
radiation, in the treatment of intractable angina. 

When the myxoedema is not primarily due to thyroid 
failure, but is secondary to hypopituitarism, then the degree 
of adrenocortical failure should always be assessed and 
corrected before thyroid therapy is instituted. 


Hot Baths and Fertility 


Q.—It seems to be accepted that heat applied to the 
scrotum may cause defective spermatogenesis. Is there any 
evidence that prolonged hot baths or frequent Turkish baths 
may result in infertility ? 

A.—It is probable that the sensitivity of the testes to 
temperature elevation varies markedly in different cases. 
For some men prolonged hot baths or frequent Turkish 
baths would undoubtedly lead to impaired spermatogenesis ; 
others might retain full fertility under these circumstances. 
Any man complaining of subfertility would be well advised 
to avoid these practices. 


Electric Currents from Metal Fillings 


Q.—A large filling inserted recently into a molar tooth 
which was in contact with a plate of gold gave rise to pain 
similar to that caused by an electric current, and also slight 
movements of the plate cause a sensation of lightning, as if 
an electric current had passed through parts of the optic 
tract. Has this phenomenon been observed before ? 


A.—Pain arising from the dental pulp is frequently 
referred to other parts of the face, head, and neck. Pain 
arising from an electric current produced when a metal 
filling touches a gold denture is of this type. Although I 
have been unable to find references in the literature to pain 
of this nature being referred to the optic tract and giving 
a sensation of light, there is obviously no physiological 
reason why this should not occur. 


Thalamic Syndrome 


Q.—Is there any new treatment for the thalamic 
syndrome? I have a patient with distressing pain in his 
right leg and face due to this syndrome. At present he 
is having chlorpromazine and nicotinic acid, which only 
helps to a minor degree. The normal analgesics seem to 
have little effect either. 

A.—The “thalamic syndrome” is usually caused by a 
vascular lesion in or adjacent to the postero-lateral nucleus 
of the thalamus. The persistent “ central” pain is associated 
with a raised threshold to cutaneous stimuli but severe over- 
reaction when the threshold is exceeded. There is no new 
line of treatment for this distressing pain. 


Barbiturates and Alcohol 


Q.—To what extent does alcohol increase the respiratory 
depressive action of barbiturates? For example, if sodium 
amytal 3 gr. is taken at night, how much alcohol would be 
needed in addition to render the dose dangerous ? 


A.—Alcohol has been shown to potentiate the lethal effect 
of barbiturates in animals. In man it is much more difficult 
to assess the significance of the few recorded observations 
on the combined effect of alcohol and barbiturates, since 
different persons show a great variation in susceptibility to 
both drugs. There is on record’ one case with a blood 
alcohol of 170 mg./100 ml. (equivalent to the consumption 
of about 6 oz. (170 ml.) of whisky) in which death occurred 
with a blood barbiturate level of 0.60 mg./100 ml. This 
could have resulted from a dose of 600 mg. (9 gr.) of amylo- 
barbitone. It seems very improbable that 3 gr. of sodium 
amytal would increase the depression of the respiratory 
centre produced by alcohol to the point of producing death 
unless very large doses of alcohol had been taken. 


REFERENCE 


1 Fisher, R. S., Walker, J. T., and Plummer, C. W., Amer. J. clin. Path., 
1948, 18, 462. 


Handbooks on Tropical Pathology 


Q.—A doctor in charge of a small mission hospital in the 
tropics carries out his own pathological investigations. What 
practical handbook is recommended describing the various 
staining and other techniques likely to be used ? 


A.—The most useful of the small volumes in this field is 
A Guide to Human Parasitology for Medical Practitioners, 
by D. B. Blacklock and T. Southweil, 6th edition, 1958, 
revised by T. H. Davey, published by H. K. Lewis and Co., 
Ltd. As an alternative, probably the most useful of the 
American books is Medical Parasitology, by W. G. Sawitz. 
second edition, 1956, published by the Blakiston Division. 
McGraw-Hill Book Co., Incorporated. A more recently 
published American book is Diagnostic Medical Parasit- 
ology, by E. K. Markell and M. Voge, 1958, published by 
W. B. Saunders and Co., Ltd. Among the large volumes, 
there is Clinical Parasitology, by C. F. Craig and E. C 
Faust, 1952, published by H. Kimpton and Co., Ltd. A very 
useful parasitological guide and guide to the various staining 
techniques is to be found at the end of Manson’s Tropical 
Diseases, edited by Sir Philip Manson-Bahr and published 
by Cassell and Co., Ltd., London. 


Jarisch—Herxheimer Reaction 


Q.—What is a Jarisch-Herxheimer reaction? How may 
it be prevented, and what is the treatment should it occur ? 


A.—A Jarisch-Herxheimer reaction, sometimes called 
“ therapeutic shock,” is a reaction to treatment of syphilis. 
It is apt to follow when treatment is begun with a potent 
drug such as penicillin or arsphenamine. It occurs within 
a few hours of the first injection, and is likely to take the 
form of fever, perhaps a rigor, headache, and malaise, 
together with some exacerbation or accentuation of the local 
lesions. It subsides within a few hours and does not occur 








878 Sepr. 17, 1960 


ANY QUESTIONS * 


BRITISH 
MEDICAL JOURNAL 





again. Its cause is unknown. Most patients who begin 
treatment for early syphilis experience such a reaction, but 
at this stage it is not harmful, and, apart from warning the 
patient that it may occur, it may be disregarded. In the late 
stages of syphilis it is considerably less common and usually 
takes the form of a slight fever of which the patient may 
be unaware. There have been occasional reports of serious 
reactions due, for example, to increase in local swelling at 
the opening of a coronary artery, to sudden thrombosis of 
a cerebral artery, or intensification of the psychotic mani- 
festations in a case of general paralysis. In cases of late 
syphilis nothing is to be gained by pushing treatment, and 
in this country it is usual practice to avoid the reaction by 
giving three or four intramuscular injections of insoluble 
bismuth before commencing penicillin. This is likely to be 
effective except in cases of general paralysis, which are a 
special problem. There is no advantage in beginning treat- 
ment with small doses of penicillin. The reaction is of 
the “all or none” type, and once the trigger dose has been 
reached it occurs with full force irrespective of the size of 
the dose. It has been suggested that the reaction may be 
prevented by giving preliminary treatment with steroid 
hormones. If the reaction occurs only symptomatic 
treatment is required. 


Luetic Aortitis 


Q.—What is the modern treatment for luetic aortitis ? 
What is the role of potassium iodide and/or penicillin ? 


A.—The management of these cases varies according to 
the degree and severity of involvement, as assessed by 
radiological examination, and the presence or absence of 
complications such as aortic regurgitation, coronary ostial 
stenosis, or aneurysm. It is good practice to begin with 
three or four intramuscular injections of bismuth or one of 
its insoluble salts, at weekly intervals, to prevent the Jarisch- 
Herxheimer reaction. The value of iodides is problematical, 
though they are often given in addition. If iodide is used 
the dose should be small—such as 5 gr. (0.32 g.) of potas- 
sium iodide three times daily—because larger doses give 
considerable discomfort to some patients, and the possible 
benefit does not justify this. After this preliminary period, 
injections of procaine penicillin may be given, The watery 
suspension is easy to handle and gives good results, the 
dosage commonly employed being 600,000 units daily for 
14 days. 


Looking at the Sun 


Q.—How may an eclipse of the sun be observed without 
risk of a retinal burn ? 


A.—Complete safety in viewing an eclipse of the sun is 
difficult to secure. A glass which cuts out the greater part 
of the infra-red and visible rays is not readily obtainable ; 
the most efficient are probably the welders’ glasses, which 
correspond to the British Standards Specification (B.S.S. 
679:1947), Solar burns have been reported after studying 
an eclipse through dark glasses, ordinary glass heavily 
coated with soot, or several over-exposed photographic or 
x-ray films. The safest method to observe an eclipse is to 
allow the light from the sun to pass through a pin-hole in 
a piece of cardboard and to focus the image on a second 
piece of black cardboard held beneath it. A clear image 
of the sun can de seen on the latter in perfect safety. 


Senile Macular Degeneration 


Q.—What is the present treatment of senile macular 
degeneration ? 


A.—There is no satisfactory treatment for senile macular 
degeneration. In the exudative forms steroid therapy may 
be of some value in hastening absorption of the exudate.’ 
In the non-exudative cases vasodilators such as nicotinic acid 
and tolazoline hydrochloride are commonly prescribed but 
are of doubtful value. 
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Inheritance of Mucoviscidosis 


Q.—The baby of one of my patients is severely affected 
by mucoviscidosis. This is her second child, the first being 
quite normal. No relatives on either side can be traced 
with this disorder. What is the chance of any future 
children she may have being affected ? 


A.—The chance of another child being affected with 
mucoviscidosis is 1 in 4. Although there may perhaps be 
some manifestation of the condition in heterozygotes, for 
practical purposes only those homozygous for the mutant 
gene concerned are affected.’~° 
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Organic Causes of Nymphomania 


Q.—Which organic gynaecological conditions can give 
rise to the sudden onset of nymphomania? 


A.—Although a feminizing tumour can cause some return 
of sex desire in an old, post-menopausal woman this does 
not amount to nymphomania. Nymphomania never has an 
organic cause in the pelvic organs and the basis is practically 
always psychological. For this reason it rarely, if ever, 
benefits from suppression of ovarian function. 


NOTES AND COMMENTS 


Habitual Abortion.—Dr. A. SHARMAN (Glasgow W.2) writes: 
In the Journal of August 6 (“ Any Questions ?” p. 479) an 
excellent answer was given by your expert on the subject of 
habitual abortion. However, there are two points on which I 
would like to comment. Firstly, it is stated that “an assay of 
the pregnanediol excretion during early pregnancy may also be 
helpful.””. Macdonald and Sharman! reported the results of serial 
pregnanediol estimations and stated that the figures obtained 
bore no relation to the subsequent outcome of the pregnancy and 
claimed that the study of crystallization in the dried cervical 
mucus gave a much better indication of impending abortion. 
Russell et al.? found that they could not make any predication 
of impending abortion from pregnanediol estimations in early 
pregnancy. The second point is that Macdonald and Sharman 
suggested that the appearance of crystals in early pregnancy 
cervical mucus may be used as a means of selecting those cases 
of threatened and habitual abortion which are likely to respond 
to progesterone therapy, and stated that where ferning occurs in 
pregnancy the administration of progesterone appears to prevent 
abortion. 
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